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This journal is planned to provide the reader with a selection of abstracts of the more important articles appearing 
in medical periodicals published in different parts of the world. Comment by the abstracter, when thought necessary, 
is inserted between square brackets, usually at the end of an abstract. In some instances only the titles of articles 
are provided. 


The titles of journals are given in full and also abbreviated according to the rules adopted in the World List of 
Scientific Periodicals and in World Medical Periodicals. The titles of articles from foreign journals are translated 
into English. 

This journal is essentially a guide to work in progress in the world’s medical centres. No abstract can be regarded 
as a substitute for the article abstracted. For complete information the original article must be consulted. Our 
aim is to give the reader sufficient details in an abstract to enable him to judge whether the original is, for him, worth 
reading in full. 

The abstracts are grouped in broad classifications and, so far as possible, those dealing with medical and surgical 
aspects of the same problem appear together under the same heading. The specialist will, it is hoped, learn from this 
journal of work done in other fields as well as in his own. The general practitioner will be able to keep abreast of 
modern knowledge in the various specialties. The representation in one journal of the several aspects of Medicine 
will, it is believed, give an integrated picture of the whole, necessary in this age of specialization. 
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Pathology 


662. Citrate Clotting Time in Anticoagulant Therapy 


S. LosNeR and B. W. VoLk. American Journal of 


Clinical Pathology {Amer. J. clin. Path.| 23, 866-874, 
Sept., 1953. 4 figs., 21 refs. 


The authors have studied the citrate clotting time in 
110 normal individuals and in 67 hypoprothrombinaemic 
patients receiving dicoumarol and heparin at the Jewish 
Sanitarium and Hospital for Chronic Diseases, Brooklyn, 
New York. The citrate clotting time was determined by 
mixing 1 ml. of freshly drawn venous blood with 1 ml. 
of 0-003 molar solution of sodium citrate in saline and 
then estimating the coagulation time at 37° C. 

It was found that there was a direct correlation between 
citrate clotting time and the one-stage prothrombin time, 
and also between citrate clotting time and clotting time 
as measured by the Lee—White method. After the 
injection of various doses of heparin the citrate clotting 
time showed a greater increase than the Lee—White clot- 
ting time, but the increase occurred over the same time 
period. It was also found that whereas the citrate’ clot- 
ting time was not greatly delayed in normal and in hypo- 
prothrombinaemic blood for the first 3 or 4 minutes, 
after this period the clotting time declined precipitously. 

Estimation of the citrate clotting time is proposed 
as a practical means of controlling anticoagulant therapy 
in ambulatory patients, the authors stating that a value 
ranging between 30 and 50 minutes is equivalent to a 
prothrombin level of 32-5 to 18-5%%. 

R. F. Jennison 


CHEMICAL PATHOLOGY 


663. Critique on the Icterus Index Determination 

R. J. Henry, O. J. Gotus, S. BERKMAN, and M. SEGA- 
LOvE. American Journal of Clinical Pathology [Amer. J. 
clin. Path.] 23, 841-853, Sept., 1953. 4 figs., 21 refs. 


The authors have studied various modifications of the 
photometric method for determination of the icterus 
index, such as the comparison of the optical density of 
diluted serum with potassium dichromate standards 
using a filter with a peak transmittance at 420 my. 
This wave-length was found to be most unsuitable, since 
oxyhaemoglobin gives a strong absorption peak at 
415 my, and thus the icterus index of a number of sera 
determined at 420 my was found to be quite unreliable 
because of the haemoglobin present, even when haemo- 
lysis was not visible. When, however, a wave-length of 
460 mpu—the peak absorption level for bilirubin—was 

M—O 


used satisfactory results were obtained even in the 
presence of limited amounts of turbidity and haemolysis. 

The method used and recommended by the authors is 
as follows: serum is diluted 1 in 10 with 5°, w/v sodium 
citrate and the optical density read against distilled water 
either in a spectrophotometer at 460 my or using a filter 
with peak transmission at this wavelength. The stock 
standard is a solution containing 1-57 g. of potassium 
dichromate in 100 ml. of water containing 1 drop of 
concentrated sulphuric acid. A hundredfold dilution of 
this solution gives the working standard, which is equi- 
valent to 10 icterus units. The normal range is given as 
3 to 8 units. 

The use of acetone as a protein precipitant in order 
to remove turbidity and haemoglobin was also investi- 
gated, and it was concluded that although this procedure 
is time-consuming it has the advantage that any inter- 
ference by turbidity due to heavy lipaemia and by haemo- 
lysis is removed. 

[A number of specific methods are available for the 
estimation of bilirubin in serum as a measure of the 
severity of jaundice. One of these methods should 
always be used if adequate laboratory facilities are avail- 
able. Where such facilities, which include the provision 
of some type of photo-electric absorptiometer, are not 
available the determination of the icterus index by visual 
comparison of the diluted serum and dichromate standards 
may be of some value. Attempts to increase the 
accuracy of the icterus index determination by the use 
of absorptiometers would appear to be unnecessary.] 

M. J. H. Smith 


664. Folic-acid-excretion Studies in the Investigation of 
Malignant Disease 

R. H. Girpwoop. British Medical Journal (Brit. med. J.] 
2, 741-745, Oct. 3, 1953. 8 refs. 


When a test dose of 5 mg. of folic acid is injected sub- 
cutaneously into a healthy subject a significant proportion 
is excreted in the urine within 24 hours, generally within 
a few hours. The present paper reports an investigation 
at the University of Edinburgh into folic acid excretion 
by patients suffering from malignant disease and various 
non-neoplastic conditions. 

The total 24-hour output of urine was placed in a 
brown bottle containing toluene and a phosphate buffer 
of pH 6:8, and kept at 4° C. until the test was.carried out. 
The content of folic acid was estimated microbiologic- 
ally, the rate of growth of Streptococcus faecalis being 
used as the indicator. 
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The first group to be tested included 43 patients who 
were free from malignant disease, pernicious anaemia, 
and prolonged infection. In 24 hours at least 1°5 mg. of 
folic acid was excreted in 42 cases, and this provided a 
standard for patients with normal renal function. The 
remaining patient had severe congestive cardiac failure 
and oedema. The second group was of 53 patients 
thought to be suffering from malignant disease, including 
leukaemia and the reticuloses. In all the cases in which 
less than 1-5 mg. of folic acid was excreted malignant 
disease was present; on the other hand, in 14 patients 
with carcinoma, leukaemia, or lymphadenoma or some 
other form of reticulosis, folic acid excretion was normal. 
Of 22 patients in a third group, suffering from chronic 
infection or collagen disease, 5 excreted less than 1-5 mg. 
of folic acid in 24 hours. Prolonged generalized bacterial 
infection appeared to be associated with these “* positive ”” 
results. Finally, the test was carried out in 30 cases of 
untreated megaloblastic anaemia. Of the 20 patients 
with pernicious anaemia, 9 excreted less than 1-5 mg., 
but normal values were found in patients with megalo- 
blastic anaemia of pregnancy. 

In general, a “ negative ’’ result (normal excretion of 
folic acid) does not exclude the presence of malignant 
disease, but where renal function is good and the patient 
does not suffer from megaloblastic anaemia, intestinal 
malabsorption, generalized oedema, or severe infection 
of long duration, a positive result is likely to indicate 
the presence of advanced malignant disease. 

H. G. Crabtree 


EXPERIMENTAL PATHOLOGY 


665. Relationship between the Piezoelectric Property 
and the Fibrogenic Capacity of Dust 

P. C. Pratt, D. Battey, A. B. DELAHANT, and A. J. 
VoRWALD. Archives of Industrial Hygiene and Occu- 
pational Medicine [Arch. industr. Hyg.] 8, 109-117, Aug., 
1953. 3 figs., 13 refs. 


This paper reports experiments undertaken at the 
Saranac Laboratory, Saranac Lake, New York, to test 
the recently proposed theory that the fibrogenic capacity 
of a dust is related to its piezoelectric activity (Evans, 
J. industr. Hyg., 1948, 30, 353; Abstracts of World 
Medicine, 1949, 5, 517). Three substances with marked 
piezoelectric properties were studied. Dust of Mada- 
gascar tourmaline, prepared by ball-milling until the 
particles were all less than 3 y in size, was injected intra- 
venously into 5 rabbits, and barium titanate (particle 
size less than 1 ,) and synthetic berlinite (crystalline 
aluminium orthophosphate) (particle size less than 3 x) 
were each injected intrabronchially into 8 guinea-pigs. 
The tourmaline was found deposited in the rabbits’ livers 
without any fibroblastic or collagenous reaction up to 
24 months after injection, which contrasts greatly with 
the marked collagenous whorled nodules found in the 
liver after a similar injection of quartz. Similarly there 
was no fibrogenic response to barium titanate or syn- 
thetic berlinite in the lungs of the guinea-pigs after 12 
months. 


The results of animal experiments carried out in the 
same laboratory with a variety of dusts over many years 
are summarized in a table to show that only siliceous 
minerals produce marked fibrosis, and that non-piezo- 
electric forms are as effective as piezoelectric forms. 
It is therefore concluded that piezoelectric properties 
have nothing to do with the fibrogenic action of dusts. 
Various technical errors which may have misled those 
authors who have previously reported fibrogenesis due 
to piezoelectric minerals which have since been shown to 
be inactive are discussed. C. M. Fletcher 


666. Activation of Thromboplastinogen by Thrombin 

A. J. Quick, C. V. Hussey, and E. Epstein. American 
Journal of Physiology [Amer. J. Physiol.] 174, 122-126, 
July, 1953. 5 refs. 


In a series of experiments at Marquette University, 
Milwaukee, it was found that in plasma which had not 
been in contact with a wettable surface there was poor 
consumption of prothrombin unless thrombin solution 
was added. The addition of thrombin reagent in the 
absence of platelets had no demonstrable effect on the 
prothrombin consumption. Platelet extract alone, how- 
ever, when added to the plasma which had been in 
contact with glass, caused efficient clotting, and the 
authors suggest that this is due to the adsorption of 
minute quantities of thrombin in the plasma on to the 
glass as a film, increasing its catalytic qualities, and 
enabling it to activate the thromboplastinogen of the 
plasma. It was also found that thromboplastin heated 
to 60° C. reacted like platelet extract in that it failed to 
increase the prothrombin consumption of haemophilic 
blood or of plasma that had not been in contact with a 
wettable surface, but increased that of normal plasma in 
contact with glass. Marjorie Le Vay 


667. Effect of Aureomycin on Experimental Arterio- 
sclerosis and Serum Cholesterol Levels 

D. Netson, A. C. Ivy, R. ALTSCHUL, and R. WILLHEIM. 
Archives of Pathology {Arch. Path. (Chicago)| 56, 262- 
267, Sept., 1953. 16 refs. 


In experiments carried out at the Universities of 
Illinois and Saskatchewan and at Cook County Hospital, 
Chicago, 20 similar immature female rabbits were divided 
into 4 equal groups, Groups 1 and 3 receiving a diet 
containing 0-5°% of cholesterol, while Groups 2 and 4 
received a similar diet, but containing 1-0°% cholesterol. 
The diet of Groups 3 and 4 also contained 0-025% 
aureomycin hydrochloride. Food and water were sup- 
plied to all groups ad lib. 

After 20 weeks the animals were killed, extensive bio- 
chemical investigations were carried out on their blood, 
the liver fat was extracted and estimated, and numerous 
tissues were examined histologically. The severity of 
the cholesterol arteriosclerosis and changes in paren- 
chymal and connective tissues were evaluated for each 
animal according to an arbitrary scale and the mean 
values for each group were compared. It was found 
that the increase of the cholesterol content of the diet 
from 0-5 to 1-0% increased the degree of vascular injury, 
the serum cholesterol and total lipid levels and cholesterol- 
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phospholipid ratio, and the fat content of the liver, but 
reduced the serum esterified-cholesterol level. The 
addition of aureomycin augmented all these changes 
except that in the liver fat content. It is suggested that 
the inhibition of intestinal flora by the drug resulted 
either in a decrease in the formation of coprosterol from 
cholesterol in the bowel or in an increased absorption 
of vitamin B,2, choline, or other lipotropic materials. 
The alternative possibility that aureomycin directly 
damages the liver or the vascular endothelium is also 
considered. Peter Harvey 


668. The Etiological Role of Streptococcus Toxin-— 
Antitoxin Systems in the Experimental Production of 
Arterial Sensitization 

S. G. CoHen, W. E. Moxycuic, and J. F. DRAPIEWSKI. 
Journal of Allergy {J. Allergy) 24, 411-424, Sept., 1953. 
1 fig., bibliography. 


In this study of the experimental production of arterial 
lesions, carried out at Wilkes College, Wilkes-Barre, 
Pennsylvania, rabbits were passively immunized to 
streptococcal antitoxin and challenged some 2 to 6 hours 
later with streptococcal toxin. In about half of the 
animals a periarteriolar and mild panarteriolar infiltra- 
tion of the pulmonary vessels, consisting mainly of 
eosinophils but containing also lymphocytes, plasma 
cells, and neutrophils, was the only lesion found. Such 
lesions could not be produced by the antitoxin or the 
toxin given alone, or when streptococcal antitoxin was 
combined with diphtheria toxin, or when tetanus anti- 
toxin was combined with streptococcal toxin. The 
reasons for the failure to produce cardiovascular Jesions 
by the technique employed are discussed at length. 

H. Herxheimer 


MORBID ANATOMY AND CYTOLOGY 


669. The Cytologic Criteria of Gastric Cancer 

F. G. Panico. Surgery, Gynecology and Obstetrics 
[Surg. Gynec. Obstet.| 97, 233-243, Aug., 1953. 11 figs., 
4 refs. 


Malignant cells in the gastric mucosa are especially 
prone to exfoliate when the mucosa is subjected to 
mechanical irritation, whereas normal cells resist ex- 
foliation. By the use of the abrasive-balloon technique, 
therefore, a sufficient number of well-preserved gastric 
cells can usually be obtained to supply adequate material 
for the diagnosis of malignant disease by cytological 
examination of smears. The key to the problem of 
early diagnosis of gastric neoplasm lying in the identifica- 
tion of the single malignant gastric cell, the author 
Outlines the characteristics of the different cells which 
may be encountered in a gastric smear and illustrates 
some of the cytological criteria of gastric malignancy. 

The average non-malignant superficial cell appears 
in the gastric smear (stained by Papanicolaou’s method) 
as a small cuboidal or columnar-shaped basophilic 
cell with a small amount of polymorphous cyto- 
Plasm contained within an irregularly delineated 
¢\toplasmic membrane. The well-outlined, round or oval 


nucleus is made up of a fine and delicately staining 
chromatin network with a small, insignificant nucleolus. 
In clusters, these surface cells form a regular pattern of 
individual cell units. Of the epithelial cells from the 
gastric glands, only the mucus-secreting cell can occasion- 
ally be identified by the presence of a unipolar vacuoli- 
zation which causes nuclear indentation. Blood cells 
may also be seen, the predominant types varying accord- 
ing to the pathological condition; the finding of erythro- 
cytes, often crenated or haemolysed, suggests the presence. 
of a malignant, friable, vascular tumour. 

The malignant gastric cell presents any combination of 
the following features. (A) Inthe nucleus: (1) enlarge- 
ment, (2) hyperchromatism, (3) accessory chromatin 
bodies, (4) irregular contour, (5) chromatin condensation, 
(6) prominent nucleolus, (7) binucleation, (8) multi- 
nucleation, (9) giant-cell formation, (10) indentations, 
(11) cytoplasmic stripping, (12) ballooning, (13) frag- 
mentation, (14) polar concentration, (15) projections, 
(16) vacuolar inclusions, (17) mitotic fission, and (18) 
gigantism. (B) In the cytoplasm: (1) reduced volume, 
(2) small vacuolar inclusions, (3) large vacuolar inclusions, 
(4) perinuclear vacuolization, (5) coalescence of boun- 
daries, (6) pseudo-orangeophilia, (7) inclusion of de- 
generating cells, malignant cells, neutrophil leucocytes, 
lymphocytes, or debris, and (8) irregular stringing. 
(C) In cell clusters the following features may be found: 
(1) .irregular arrangement, (2) anisocytosis, (3) aniso- 
nucleosis, (4) asymmetry, (5) uneven staining, (6) super- 
imposition, (7) crowding, and (8) pleomorphism. 

In discussing the development of gastric neoplasms, the 
author suggests that, once initiated, the progress of an 
adenocarcinoma can be divided into three phases: 
(1) increased exfoliation; (2) local invasion, when the 
rate of cellular proliferation becomes greater than the 
rate of exfoliation; and (3) intramural growth. 

A. Ackroyd 


670. Observations on the Pathology of Otosclerosis 

R. F. Ocitvie and |. S. HALL. Journal of Laryngology 
and Otology |J. Laryng.| 67, 497-535, Sept., 1953. 
39 figs., 6 refs. 


In this paper from the University of Edinburgh, the 
authors describe and discuss the histopathological appear- 
ances in 125 specimens of otosclerotic bone obtained from 
the ampullary end of the horizontal semicircular canal of 
patients treated by the fenestration operation. No 
pathological conditions were found in a control series of 
33 specimens obtained post mortem from subjects dying 
from various diseases. Histological confirmation of 
the clinical diagnosis of otosclerosis was obtained in 16 
of the 125 cases (13°). 

From their observations the authors conclude that 
the lesion may occur in diffuse or local forms, or the two 
types may co-exist. Through osteoclastic and osteoblas- 
tic activity, bone is absorbed and new bone is laid down, 
producing characteristic histological appearances in the 
different stages of the otosclerotic disease process. - The 
local lesion, forming a “ blue mantle’? around the 
Haversian canal, can be regarded as a focal expression of 
the diffuse disease, being a localized area of recent 
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absorption and deposition of bone. On the basis of the 
histological picture the stage of the disease can be 
assessed and classified as active, quiescent, or healed. 
The histological picture of otosclerosis resembles that of a 
chronic inflammatory and dystrophic condition of bone 
(for example, osteitis fibrosa and osteitis deformans) 
and suggests that infective and endocrinological factors 
are aetiologically important. G. E. Stein 


671. The Musculature of the Lungs in Chronic Pul- 
monary Disease 

A. A. LigBsow, W. E. LorRING, and W. L. FELTON. 
American Journal of Pathology [Amer. J. Path.| 29, 885- 
911, Sept.—Oct., 1953. 29 figs., 42 refs. 


The hyperplasia and hypertrophy of the musculature 
of the lungs which occur in cases of chronic pulmonary 
disease have been studied at Yale University. Of 436 
specimens of pulmonary tissue obtained at operation or 
necropsy, 40 contained an unusual amount of smooth 
muscle. Tumour, tuberculosis, and bronchiectasis, in 
that order, were the most frequent diseases in these 
specimens, lung abscess, bronchitis, emphysema, and 
asthma each being present in a few cases. Sec- 
tions were cut and examined microscopically, haemat- 
oxylin and eosin, Masson’s trichrome stain, and Van 
Gieson’s stain being used. Muscle hypertrophy and 
hyperplasia were present in association with a variety of 
the lung diseases, especially in cases of pulmonary 
emphysema. Examination of serial sections showed 
that the muscle originated in one of 4 sites: bronchi and 
more distal air passages; blood vessels, especially the 
longitudinal layer of bronchial arteries; lymphatics; and 
interstitial tissue. 

The fundamental mechanisms responsible for the 
hypertrophy and hyperplasia are not understood. 

A. Wynn Williams 


672. Aging Processes of Aorta and Pulmonary Artery 
in Negro and White Races. Comparative Study of Various 
Segments 

S. H. Gray, F. P. HANDLER, J. O. BLACHE, J. ZUCKNER, 
and H. T. BLUMENTHAL. Archives of Pathology [Arch. 
Path. (Chicago)| 56, 238-253, Sept., 1953. 4  figs., 
31 refs. 


At St. Louis University School of Medicine and several 
St. Louis hospitals specimens of the pulmonary artery 
and ascending, thoracic, and abdominal aorta from negro 
and white subjects of all ages were examined and the 
ageing changes compared in 20-year age groups. Up to 
the age of 40 little change was observed in the aorta 
apart from some increase in, and calcification of, the 
elastic lamella in the abdominal aorta; these changes 
were accentuated in the age group 41-60 years, in which 
plaques were more frequently found and there was a 
considerable increase in subendothelial collagen and some 
calcification, much more marked in the abdominal than 
in the thoracic segments. In the pulmonary arteries on 
the other hand, apart from some minor calcification, 
changes were noted in these age groups only in cases of 
hypertension. These changes were more marked in 
the age groups 61-80 and 81 and over; in the abdominal 
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aorta the subendothelial layer in the latter group occupied 
in some cases almost three-quarters of the thickness of 
the wall. Significant differences in the intensity of these 
processes between white and negro subjects were noted 
only in the age group 41-60 years. 

It is stated that the deposition of lipid commences deep 
down near the internal elastic lamella and is often asso- 
ciated with degenerative changes in cells, intercellular 
substance, and possibly elastic elements (of which the 
lipid is possibly a by-product). The possibility of elastic 
fibres being formed from a mucopolysaecharide is noted, 
and it is affirmed that arterial pressure over a period of 
time is a principal factor in the production of the pheno- 
mena of ageing in blood vessels. Peter Harvey 


673. Correlation between Active Rheumatic Lesions in 
the Left Auricular Appendage and Elsewhere in the Heart 
M. KusCHNER and L. LevieFF. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 226, 290-295, 
Sept., 1953. 6 refs. 


The significance of the presence of Aschoff bodies in 
the auricular appendage of 40 rheumatic hearts was 
studied post mortem at Bellevue Hospital (Columbia 
University), New York. In 5 of the cases commis- 
surotomy had been performed for mitral stenosis. It is 
suggested that if Aschoff bodies are present in the 
appendage there are likely to be signs of activity else- 
where in the heart, but that the absence of Aschoff 
bodies from the appendage does not exclude the possi- 
bility of signs of activity elsewhere. Of the 18 hearts 
with appendicular thrombus, 17 were from cases of 
auricular fibrillation, and 14 of them on histological 
examination showed no signs of activity in the form of 
Aschoff bodies, auriculitis, or acute verrucous endo- 
carditis, singly or in combination. A. C. Lendrum 


674. Nonspecific Myocarditis in Acute Rheumatic Fever 
O. SapriR and R. LANGENDORF. American Heart Journal 
[Amer. Heart J.] 46, 432-442, Sept., 1953. 7 figs., 
14 refs. 


Doubting the role attributed to the Aschoff bodies in 
the aetiology of myocarditis and in the causation of 
myocardial failure in acute rheumatic fever, the authors, 
working at the U.S. Armed Forces Institute of Patho- 
logy, Washington, D.C., studied microscopically the 
myocardium in 22 cases in which death was due to acute 
rheumatic disease and in which there was clinical evi- 
dence of myocarditis. Electrocardiographic records 
were available for 12 of the cases. Only cases were 
examined in which typical Aschoff bodies were present 
in the interstitial tissue; in all cases interstitial lympho- 
cytic infiltrations were also found, both in association 
with and apart from the Aschoff bodies. In 18 cases 
there were in addition circumscribed foci of myonecrosis 
which, when cellular reaction had occurred, resembled 
Aschoff bodies. It is suggested that these appearances 
may explain the recent revival of the theory that the 
Aschoff body arises from damaged muscle. The authors 
regard these necrotic foci as due to a non-specific myo- 
carditis and relate the changes in the electrocardiogram 
to its occurrence. A. C. Lendrum 


Pharmacology 


675. The Effect of Intravenous and Intramuscular 
** Paritol ’’ on the Clotting Time 

H. L. BEAzLey, W. J. Foster, A. A. Ory, and D. W. 
CHAPMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 226, 275-280, Sept., 1953. 5 figs., 
7 refs. 


“* Paritol’’ is a synthetic anticoagulant prepared from 
a complex polysaccharide present in certain seaweeds. 
It is thought to resemble heparin in its chemical structure 
and biological action. The effect on the clotting time of 
intramuscular or intravenous injections of paritol was 
studied experimentally and clinically at the Veterans 
Administration Hospital and Baylor University, Houston, 
Texas. In animals an intravenous injection of 5 mg. 
per kg. body weight prolonged the clotting time by 20 to 
60 minutes for 4 to 5 hours. Protamine sulphate was 
found to be a potent and reliable antidote. In 52 human 
subjects the intravenous or intramuscular injection of 
paritol effectively prolonged the clotting time for 8 to 10 
hours, but its value was limited by its tendency to give 
rise to hypotension, anaphylactic symptoms, alopecia, 
and (especially in patients with renal disease) urea 
retention. A. Brown 


676. Experience with a New Intravenous Coumarin 
Anticoagulant (Warfarin, Sodium Derivative) 

J. M. Worrr, N. W. Barker, R. W. GIFFORD, and 
F. D. MANN. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 28, 489-497, Sept. 9, 
1953. 3 figs., 4 refs. 


Warfarin 
coumarin] (sodium derivative) was safely administered 
intravenously to 29 patients and was effective in pro- 
ducing hypoprothrombinemia in all of them. The hypo- 
prothrombinemia reached the therapeutic range within 
24 hours after administration of warfarin (sodium 
derivative) in 26 of the 29 patients. In one hyper- 
sensitive patient with an indwelling catheter gross 
hematuria followed the intravenous injection of warfarin 
(sodium derivative). No other bleeding or untoward 
reactions were encountered. 

Vitamin K, was effective in correcting rapidly hypo- 
prothrombinemia caused by warfarin (sodium derivative) 
in all 3 patients on whom it was used.—[Authors’ 
summary. ] 


677. Hexamethonium in Polyvinylpyrrolidone 
E. A. Murpuy and J. Eastwoop. Lancet [Lancet] 
2, 804-806, Oct. 17, 1953. 3 figs., 13 refs. 


In this investigation the authors sought to determine 
the duration of the effect on the blood pressure of 
hexamethonium bromide given as a 20% solution in 25% 
polyvinylpyrrolidone, the use of which as a vehicle has 
been reported by Smirk (Lancet, 1952, 2, 695; Abstracts 
of World Medicine, 1953, 13, 220) to delay the absorption 


of the drug. At Halifax General Hospital 5 patients with 
severe hypertension and sensitive to aqueous hexameth- 
onium were studied. During a 14-day control period 
their blood pressures were recorded at the same time each 
day, and as far as possible by the same person. During 
the test period one dose of 30 to 70 mg. of the drug was 
given subcutaneously daily, blood-pressure readings being 
then taken at 2-hour intervals for 10 or 12 hours. In 
most cases the minimum systolic and diastolic blood 
pressure was reached within the first 4 hours, but in 
one case it was reached only after 8 hours. An appre- 
ciable hypotensive effect was then apparent for 6 to 
12 hours, and in some cases for 24 hours. Considerable 
variation in effect was noted from day to day in the same 
patient although a constant dose of hexamethonium was 
given. The intestinal effects and other side-effects of 
the drug were not reduced by this preparation. Usually 
fainting and postural hypotension were noted in the first 
few hours, but in several cases this developed late, 
possibly owing to irregular absorption from the depot. 
The unpredictability of the development of hypotension 
was more troublesome than is the case with simple 
aqueous solutions, and in one case was gravely in- 
capacitating, and thus lessened the value of this method 
of administration. Robert Hodgkinson 


678. Clinical Pharmacology of Digoxin 

H. Go_p, McK. CATTELL, T. GREINER, L. W. HANLON, 
N. T. Kwit, W. E. J. BENTON, and 
H. L. Orto. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.| 109, 45-57, Sept., 1953. 
6 figs., 13 refs. 


This report on the comparative clinical effects of 
digoxin and digitoxin, which comes from Cornell Uni- 
versity Medical College, is based on clinical observations 
made at Beth Israel Hospital, New York, in 57 cases of 
untreated auricular fibrillation and varying degrees of 
congestive failure. Patients with rapid ventricular rates 
(100 beats per minute or over), after preliminary bed rest, 
were given a dose of digoxin or digitoxin orally or intra- 
venously. The ventricular rate was first recorded at 
frequent intervals until the full effect of the drug 
developed, and then less frequently for several days until 
the effect wore off and the control level was reached. 
(The 20 patients with slow ventricular rates (35% of the 
group) were included only for assessment of toxicity.) 
Comparative information was thus obtained for each 
drug in regard to its potency, speed and extent of absorp- 
tion, elimination, toxicity, and dosage. 

It was found that digoxin was more rapid in action 
and elimination than digitoxin, but the ratio of the oral 
to the intravenous dose of digoxin sufficient to produce 
a particular effect was of the order of 1-5 to 1, compared 
with almost 1 to 1 for digitoxin. The daily maintenance 
dose of digoxin was approximately 50% of the digitaliz- 
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ing dose, compared with 15°, for digitoxin. With single 
doses of 1:2 mg. of digoxin and digitoxin, nausea and 
vomiting occurred in 29°%% and 2°; of patients respectively. 
The authors present evidence to show that digoxin pro- 
duces vomiting in man by a local action on the gastro- 
intestinal tract and by its systemic action after absorption. 
They conclude that 1-2 to 1-5 mg. of digoxin given in 
3 equal doses at intervals of 6 hours provides a satis- 
factory method of digitalization, with thereafter a main- 
tenance dose of 0-75 mg. daily. Adjustments of dosage 
must be made for those patients who are more sensitive 
or tolerant to the drug, as with other digitalis preparations. 
I, Ansell 


679. The Value of Ammonium Chloride as an Adjuvant 
to the Mercurial Diuretics Determined by a Bioassay in 
Patients with Congestive Failure 


T. H. Goitp, L. WARSHAW, R. MArsu, S. 


MATuHEs, F. PALUMBO, P. MULRow, and N. Kwit. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 108, 481-487, Aug., 1953. 2 figs., 14 refs. 


The potentiation of the action of meralluride (** mer- 
curhydrin ’?) by ammonium chloride was investigated at 
Cornell University Medical College in 35 ambulant 
patients with congestive cardiac failure, the authors using 
a method which complied with the standard require- 
ments for a bioassay, including dose-response curves and 
statistical tests for the reliability of the results. 

It was found that the diuresis produced by 0-5 or 
1-0 ml. of meralluride was increased when the patient 
received 8 g. of ammonium chloride daily for two days 
before the mercurial injection. The diuretic response 
to 0-4 ml. of meralluride in a patient previously given 
ammonium chloride was equivalent to the response to 
1-0 ml. in a patient not receiving ammonium chloride. 
But it was found that ammonium chloride combined 
with higher doses of meralluride had much less effect, 
2:0 ml. of meralluride producing an almost maximal 
response by itself; in view of the gastrointestinal 
distress frequently caused by the large doses of am- 
monium chloride required, the authors consider that the 
latter is not only unnecessary but also undesirable in the 
routine treatment of cases of congestive cardiac failure. 

Norval Taylor 


680. Anti-sialogogue and Other Effects of Atropine 
Mucate 

W. W. Musuin, S. GALLOON, and E. LEwiIs-FANING. 
British Medical Journal Brit. med. J.] 2, 652-655, Sept. 19, 
1953. 2 figs., 8 refs. 


An attempt was made at the Welsh National School 
of Medicine to compare the degree and duration of 
inhibition of salivary secretion produced by atropine 
sulphate and by atropine mucate. As a stimulus a few 
drops of lemon juice were placed on the tongue, the saliva 
being collected for a fixed time thereafter in a measuring 
vessel. The test was carried out on 9 patients, each 
patient being given the sulphate and the mucate on 
different days in a dose of 0-65 mg. [It is not clear 
whether this represents 0-65 mg. of atropine alkaloid in 
each case or 0-65 mg. of each of the two compounds, 
which differ in their content of active alkaloid.] No 


statistically significant difference was observed between 
the two preparations in the reduction in volume of saliva 
measured as a percentage of the initial control values. 
The greatest inhibition occurred about one hour after 
the injection, after which secretory function became nor- 
mal fairly rapidly. Some difference was found between 
the two preparations, however, in the rate of return of 
normal secretory function, and this is discussed in rela- 
tion to the clinical requirements. Thus in cases where 
a 10% inhibition of salivation is sufficient—for example 
for nitrous-oxide anaesthesia—the same dose of mucate 
is effective for an hour longer than the sulphate—namely, 
3-8 hours as against 2-6 hours. For trichlorethylene 
anaesthesia the 25°, inhibition required is maintained 
for 2:8 hours with the mucate and 2 hours with the sul- 
phate; for ether anaesthesia the 40°, inhibition neces- 
sary is maintained for only 1-8 hours with the mucate and 
1-3 hours with the sulphate. 

As is usual with small doses of atropine, bradycardia 
preceded an increase in the pulse rate. Several patients 
became drowsy, and it is suggested that this may have 
been due to the drug. [While atropine has an alleged 
** sedative ’’ action in paralysis agitans and hyoscine is a 
central sedative (though capable on occasions of causing 
much restlessness), many previous observations have 
indicated that atropine is a mild and inconstant medullary 
stimulant in such doses and a cortical stimulant in larger 
doses. This observation is thus of interest, but it seems 
possible that the drowsiness was due to boredom on 
the part of the patients rather than to sedation. It is 
unfortunate that the number of experiments was so 
small.] James D. P. Graham 


681. Anticonvulsant Properties of 5-Phenyl-5-ethyl- 
hexahydropyrimidine-4 :6-dione (Mysoline), a New Anti- 
epileptic 

L. S. GoopMaANn, E. A. SwinyarpD, W. C. BROWN, 
D. O. SCHIFFMAN, M. S. GREWAL, and E. L. BLIss. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 108, 428-436, Aug., 1953. 13 refs. | 


The anticonvulsant properties of “* mysoline ’’ (primi- 
done) were compared with those of phenobarbitone in a 
variety of tests on rats, mice, cats, and rabbits at the 
University of Utah College of Medicine, Salt Lake City. 
Seizures were induced in the animals electrically and 
with leptazol. 

Mysoline was found to be less toxic and less potent 
than phenobarbitone in most of the animals; it had 
a higher margin of safety in rats and mice as a direct 
result of its lower neurotoxicity, but was many times more 
toxic in cats and rabbits than in rats and mice. Mysoline 
was able to protect cats and rabbits against maximal 
seizures induced by a supramaximal current and by the 
intravenous injection of leptazol. Nephrectomy in rats 
increased the potency of mysoline twofold. 

Mysoline in doses not much larger than those used in 
epilepsy was able to modify an electrically induced seizure 
in only 3 out of 9 psychiatric patients, and caused side- 
reactions in 7. It is concluded that mysoline possesses 
anticonvulsant activity of a similar nature to that of 
phenobarbitone, but is less potent. Norval Taylor 
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682. The Action of Chloropromazine (4560 RP) on 
Typhoid Endotoxin in the Experimental Animal. (L’action 
de la chloropromazine (4560 RP) sur l’intoxication 
typhique expérimentale) 

J. Rettty and P. Tournier. Bulletin de I Académie 
nationale de médecine [Bull. Acad. nat. Méd. (Paris)] 
137, 385-389, July 7, 1953. 8 refs. 


The occurrence of toxic effects despite the successful 
antibacterial action in typhoid fever of chlorampheni- 
col has again aroused interest in the problem of com- 
bating the lethal action of Salmonella endotoxins. The 
use of cortisone for this purpose in animals and man 
has not been uniformly successful, and the present authors 
report that the histamine antagonist *‘ promethazine ” 
and the ganglion-blocking agents tetraethylammonium 
and ‘* pendiomide’’ (azamethonium bromide), which 
were tested on the hypothesis that the toxic effects of 
the endotoxin on the intestine are due to a violent 
irritation of the autonomic nervous system, confer no 
protection against typhoid endotoxin in mice. Other 
compounds with a wider range of pharmacological 
activity have therefore been tested. One of these, 
chloropromazine (dimethylaminopropyl - N - chloro- 
phenothiazine hydrochloride) has powerful adrenolytic, 
spasmolytic, and hypnotic activity, and was found to 
reduce the mortality in mice given typhoid endotoxin 
from 82-5 to 45%. A dose of 5 mg. per kg. body weight 
was given subcutaneously to 180 mice, such doses 
producing a state of stupor for some hours. Certain 
similar compounds were rather less active, while others 
had no protective activity and even reduced the survival 
time of the mice. The results with chloropromazine are 
regarded as hopeful. Derek R. Wood 


683. The Chemotherapeutic Activity of ‘* Phtivacide ”’ 
in Experimental Tuberculosis. (XumuotepanestTuyeckasa 
aKTHBHOCTb @QTHBa2Hqa 
TyOepkKyne3e), 

G. N. PersHIn and O. O. MAKEEVA. /]podsemv 
TySepxynesa. [Probl. Tuberk.] 16-21, No. 2, March— 
April, 1953. 


The results are reported of an investigation into the 
antituberculous activity of ‘* phtivacide’’, a thiosemi- 
carbazone derivative of isoniazid. Against the Academia 
and H37Rvy strains of Mycobacterium tuberculosis in 
Sauton medium the minimum bacteriostatic concentra- 
tions were 1 in 16,000,000 and 1 in 8,000,000 respectively ; 
the activity of the drug was only slightly reduced in the 
Presence of serum. Avian tubercle bacilli were less 
Sensitive. Mice weighing 15 to 17 g. tolerated a single 
dose of 150 mg. and daily doses of 40 mg. for 14 months 
Without showing signs of toxicity. A bacteriostatic 
concentration was attained in the blood of guinea-pigs 
1 hour after a dose of 20 mg., and persisted for 6 hours. 
Mice were infected intravenously with bovine tubercle 
bac'lli and given the preparation by mouth in doses 


ranging from 0-1 to 30 mg. daily for 30 to 35 days: 
a marked chemotherapeutic effect was observed, as judged 
by comparison of loss of weight and degree of pulmonary 
infection in treated and control animals, and was nearly 
maximal with a dose of 0:62 mg. Phtivacide was also 
effective in guinea-pigs against a human strain of tubercle 
bacillus when given in daily doses of 20 mg. by mouth. 
[See Abstracts 697-8.] D. J. Bauer 


684. The Treatment of Tuberculosis in the Guinea-Pig 
with Streptomycin Alone or in Combination with Dapsone, 

Thiosemicarbazones, PAS, or Sodium Iodide 

J. FRANcis. British Journal of Pharmacology and Chemo- 

therapy [Brit. J. Pharmacol.] 8, 259-262, Sept., 1953. 

12 refs. 


Human tubercle bacilli were instilled intranasally into 
guinea-pigs, which were one month later treated with 
streptomycin alone or in combination with other drugs. 
Treatment was continued for one month, when post- 
mortem examinations were performed. Most treatments 
caused a significant regression of lesions when these 
were compared with lesions in guinea-pigs killed at the 
time treatment began. 

p-Acetylaminobenzaldehyde thiosemicarbazone 
(thiacetazone), p-ethylsulphonylbenzaldehyde thiosemi- 
carbazone (EBT), 4:4’-diaminodiphenylsulphone (** dap- 
sone’’), or p-aminosalicylic acid (PAS) given in com- 
bination with 10 or 40 mg. streptomycin per kg. increased 
the total therapeutic effect. There was little to choose 
between the value of these drugs at suitable doses, but 
dapsone produced the best effect. In two experiments 
the foregoing drugs, given in combination with 10 mg. 
streptomycin per kg., produced a greater effect than 
40 mg. streptomycin per kg. given alone. Sodium iodide 
did not increase the total therapeutic effect when given 
in combination with 10 mg. streptomycin per kg. 

These results are discussed, and it is pointed out that, 
although the various drugs increased the effect produced 
by streptomycin in guinea-pigs and mice, p-aminosalicylic 
acid produces little increased effect on pulmonary tuber- 
culosis in man or dogs.—[Author’s summary. ] 


685. A Pharmacologic Trial of para-Ethylsulfony! 
Benzaldehyde Thiosemicarbazone (Berculon B) in Humans 
J. D. H. BANKER, R. S. KENNEDY, A. W. Lees, H. M. 
MacLeop, and N. W. Horne. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 68, 400-410, Sept., 
1953. 1 fig., 8 refs. 


The results are recorded of a pharmacologic trial of 
para-ethylsulfonyl benzaldehyde thiosemicarbazone 
(“‘ berculon B’’) in 40 patients, the drug being ad- 
ministered for a period up to eighty-one days. 

The drug was administered twice daily in doses which 
ranged from 1-0 mg. to 2-0 mg. per kg. This range was 
chosen deliberately as it was ~ »nsidered that such dosage 
would yield significant information regarding the toxicity 
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of the drug and its relation to dosage. The pattern of 
toxicity was similar to that already described in the 
studies of thiacetazone. Gastrointestinal disturbances 
and progressive anemia were frequently encountered; 
and liver dysfunction, malaise, depression and _lassi- 
tude, exanthemata, and conjunctival irritation also 
occurred. 

Average blood concentrations of the drug increased 
linearly with dosage but there were large variations 
between the individual concentrations at any one dosage 
level. In concentrations in the blood which did not 
exceed 0-25 mg. per 100 ml., berculon B was well 
tolerated in the majority of patients. Such a concentra- 
tion is achieved by the administration of approximately 
1 mg. per kg., i.e., 50 to 75 mg. twice daily. The con- 
centration in the blood achieved by this dosage is higher 
than that obtained by the administration of 100 mg. of 
thiacetazone twice daily (0-1 to 0-15 mg. per 100 ml.).— 
[Authors’ summary.] 


686. Treatment of Infections of the Central Nervous 
System with the Preparation ** R.D.’’ Heiipo- 
Npenapatom 

Y. N. KorGanov. Kaunuyeckan Meduyuna {[Klin. 
Med. (Mosk.)| 31, 72-73, Aug., 1953. 2 refs. 


In 1946 Gubarev identified in the unsaponified fraction 
of the lipids of diphtheria bacilli a substance, oxydiph- 
therinic acid (here referred to as** R.D.’’). It isa mixture 
of at least three unsaturated fatty acids chemically related 
to the fatty acids of the brain cerebrosides, cerebronic 
and oxyneuronic acid, and occurs in the form of a 
yellowish wax, of which the potassium salt slowly dis- 
solves in hot water to form a strongly opalescent solution 
which has a weakly antibacterial action on tubercle 
bacilli. Gubarevy and Torsuyev showed that in its 
presence lepra bacilli underwent morphological changes 
but rarely disappeared entirely. Nevertheless, the 
clinical effect was undoubted; deep and extensive ulcers 
healed by scarring in 3 to 6 weeks, while those of leprous 
pemphigus healed in 7 to 10 days and sensation returned 
in areas previously anaesthetic. Cultures of tubercle 
bacilli were inhibited by R.D. in a concentration of 1 in 
10,000, and growth was retarded in a concentration of 
1 in 100,000. Further, subcutaneous injections of 0-5 
to 1:0 ml. of a 1° solution of the potassium salt stimu- 
lated in animals all the vital processes, resulting in gain 
in weight, increase of appetite, and improvement in coat, 
although larger doses (5 to 20 ml. of a 2% solution) 
had the opposite effect. The injections were painful but 
non-toxic. 

In the treatment of 66 patients, 6 suffering from acute 
epidemic encephalitis, 21 from infective chorea, 9 from 
infective polyneuritis, 9 from neurosyphilis, 12 from 
chronic .encephalitis, 6 from disseminated sclerosis, 
and 3 from meningomyelitis, a course of 30 injections 
of 1 ml. of the 2% solution of R.D. was given. When 
the drug became available in tablet form these were 
given orally (3 per day, each containing 0-01 g. of the pure 
substance) as the injections were very painful. The 
course of tablets varied in length from 17 to 50 days 
according to the severity of the case. No other treat- 


ment was given as a rule. Of the 6 cases of acute 
encephalitis, 1 was cured, 3 markedly improved, and 
2 relieved, while of the 21 cases of infective chorea, 
18 were cured; 2 of these, however, relapsed, but re- 
sponded to further treatment with R.D. The superiority 
of R.D. over other forms of treatment in chorea was 
shown by its swifter effect and lack of toxicity. Of the 
other groups of patients, 2 of the syphilitic cases were 
cured and 2 were markedly relieved, but the remaining 5 
showed no change; 3 of the 9 cases of infective poly- 
neuritis were much improved, 3 improved, and 3 were 
unaffected. No benefit resulted in the cases of dissemi- 
nated sclerosis or of chronic encephalitis. 

The author concludes that R.D. is a valuable drug in 
acute diseases of the central nervous system, especially in 
infective chorea, and also in early syphilitic cases and in 
infective polyneuritis, but that it is ineffective in chronic 
diseases of the central nervous system. 

L. Firman-Edwards 


687. The Resistance of Staphylococci to Antibiotics in 
vitro. (La résistance in vitro du staphylocoque aux anti- 
biotiques) 

G. ANpDRIEU, J. MONNIER, and J. Quercy. Revue 
d’immunologie et de _ thérapie antimicrobienne [Rev. 
Immunol. (Paris)] 17, 173-210, 1953. 10 figs., 16 refs. 


In this investigation of the resistance of staphylococci 
to antibiotics, carried out at the Institute of Bacteriology 
and Hygiene, University of Toulouse, 6 strains of Staphy- 
lococcus pyogenes were used. The authors describe their 
technique in detail, and set out their results in tables and 
graphs. In the first group of experiments the direct and 
crossed resistance of the organisms to single antibiotics 
was investigated, in the second resistance to pairs of 
antibiotics, and in the third the effect of the combination 
of two antibiotics on the development of resistance to 
each of the pair. The five common antibiotics, peni- 
cillin, streptomycin, chloramphenicol, aureomycin, and 
‘““terramycin’’ (oxytetracycline), were used, and the 
minimum inhibitory dose of each antibiotic for each 
strain of staphylococcus was determined. 

The possibility of the occurrence of antagonism 
between pairs of antibiotics was first studied, but was 
demonstrated only with penicillin-resistant strains in the 
combination of penicillin with streptomycin. In the 
majority of cases the combinations tried showed an 
additive or a slightly synergic effect, except with the pairs 
chloramphenicol plus penicillin or streptomycin, which 
always had an additive effect, and the pair oxytetra- 
cycline plus streptomycin, in which the action was always 
apparently synergic. The effect of any particular com- 
bination varied with the strain of staphylococcus, as did 
the development of resistance. 

A most marked cross-resistance between aureomycin 
and oxytetracycline was found with all the strains studied, 
and with the one strain resistant to chloramphenicol this 
cross-resistance included that antibiotic. With the other 
antibiotics it was shown that sensitivity to one antibiotic 
remained unchanged or was only slightly increased 
following acquired resistance to another antibiotic. 
The combinations containing penicillin were interesting 
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because there appeared to be a diminished risk of the 
development of resistance to the separate antibiotics. 
This phenomenon was most marked with the pair 
penicillin plus streptomycin. With a strain producing 
penicillinase, prolonged exposure to such a combination 
caused a marked but transitory increase in the sensitivity 
to penicillin. The combination of aureomycin with 
oxytetracycline or streptomycin scarcely modified the 
level or the rapidity of the appearance of resistance. 
The association of aureomycin with oxytetracycline 
seemed even to have a detrimental effect in that it 
appeared to increase the likelihood of resistance 
developing to both of these antibiotics. 

The authors suggest that the most satisfactory explana- 
tion of cross-resistance is that there is a similarity between 
the antibacterial action of the antibiotics concerned. 

R. F. Jennison 


688. Allergic Reactions to Penicillin. A Panel Dis- 
cussion 

W. P. BoGer, W. B. SHERMAN, I. W. SCHILLER, S. SIEGAL, 
and B. Rose. Journal of Allergy [J. Allergy] 24, 383-404, 
Sept., 1953. 8 figs., 11 refs. 


During the 15 months preceding the presentation of 
this discussion at the annual meeting of the American 
Academy of Allergy at Boston in 1953, 6 fatal cases of 
penicillin anaphylaxis had been reported, and one of 
the’ authors had obtained information about 5 other 
cases which had occurred during the same period. In 
these cases post-mortem examination usually showed 
gross emphysema or marked mucoid secretion into the 
bronchi, sometimes extending into the alveoli. 

The discussion revealed that these accidents occur 
only in persons who have had penicillin previously— 
although they may have tolerated it well on several 
previous occasions—and they have been observed to 
occur more frequently in allergic individuals. They may 
be avoided if the patient’s skin is tested beforehand by a 
scratch test and the reaction observed over 48 hours. 
One author described a patient who had a delayed skin 
reaction to penicillin and a strong, immediate reaction 
on inhalation of a penicillin aerosol. It is concluded 
that the best precaution against fatal accidents is to give 
a small trial amount of penicillin a short time before the 
main injection. H. Herxheimer 


689. Fluvomycin: an _ Antibiotic 
Pathogenic Bacteria and Fungi 

F. CARVAJAL. Antibiotics and Chemotherapy {Antibiot. 
and Chemother.] 3, 765-772, Aug., 1953. 3 refs. 


The author describes a new antibiotic, the polypeptide 
fluvomycin, which was discovered during attempts by a 
screening technique to find an antibiotic which was 
active against mycotic infections in man and animals. 
Fluvomycin was produced by a strain of Bacillus subtilis 
isolated from fresh river mud at Lawrenceburg, Indiana. 
Using a paper-disk technique the author found that it was 
active in vitro against some 20 species of Gram-positive 
and 9 species of Gram-negative bacteria and against 
24 species of yeasts and true fungi. The organisms used 
for its assay included Staphylococcus aureus, Candida 


Effective Against 


albicans, Torulopsis rotundata, and Trichophyton menta- 
grophytes. Fluvomycin is weakly acid, and its pH in 
aqueous solution is about 5-0. Its activity is destroyed by 
autoclaving. It has no activity in vivo. 

Malcolm Woodbine 


690. Erythromycin for Infections due to Micrococcus 
pyogenes 

W. E. HerRRELL, D. R. NicHoLs, and W. J. MARTIN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 152, 1601-1606, Aug. 22, 1953. 1 fig., 
5 refs. 


In this report from the Mayo Clinic the authors 
report their experience with erythromycin in cases of 
staphylococcal infection, many of which are resistant to 
aureomycin and “‘terramycin’’ (oxytetracycline) and 
even more to penicillin. In the 54 cases reported, all of 
which were resistant to these antibiotics, 300 to 400 mg. 
of erythromycin was given 6-hourly. The results varied 
with the type of infection, and are grouped as follows. 
(1) Of 8 cases of staphylococcal septicaemia, erythro- 
mycin proved life-saving in 6. (2) Of 17 cases of skeletal 
or soft-tissue infection, including osteomyelitis, pyo- 
derma, postoperative wound infections, and lacerations, 
a satisfactory or excellent result was obtained in 8, failure 
being due to the development of erythromycin-resistant 
organisms in a few instances, but in most because the 
antibiotic could aot reach the infected surface in adequate 
amounts. (3) Of 14 patients with staphylococcal ileo- 
colitis and a further 5 asymptomatic stool-carriers of 
staphylococci, all responded satisfactorily to oral 
erythromycin, with elimination of the pathogen from the 
stools. (4) A further 10 patients with miscellaneous 
infections such as meningitis, urinary-tract and respira- 
tory-tract infections all responded satisfactorily. 

D. Geraint James 


691 (a). Effect of Oral Administration of Neomycin on 
the Intestinal Bacterial Flora of Man 
W. H. DEARING and G. M. NEEDHAM. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
28, 502-507, Sept. 9, 1953. 10 refs. 


091 (6). Effect of Oral Administration of Neomycin and 
Oxytetracycline (Terramycin) on the Intestinal Bacterial 
Flora of Man 

W. H. DEARING and G. M. NEEDHAM. Proceedings of 
the Staff Meetings of the Mavo Clinic [Proc. Mayo Clin.} 
28, 507-512, Sept. 9, 1953. 4 refs. 


Previous investigations at the Mayo Clinic had shown 
that both aureomycin and oxytetracycline (“ terra- 
mycin’) were effective in eliminating organisms from 
the intestine, but that after administration of these drugs 
resistant strains of staphylococci developed, causing 
local and systemic symptoms. These resistant strains 
of staphylococci were, however, sensitive to neomycin, 
and in the present two papers the authors describe an 
investigation of the effect on the intestinal flora of neo- 
mycin, alone and in combination with oxytetracycline. 

Neomycin was given by mouth to 37 patients suffering 
from various intestinal lesions requiring surgical treat- 
ment. In 34 cases aerobic organisms disappeared from 
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the faeces in 2 to 3 days; in the remaining 3 cases Strepto- 
coccus faecalis, Bacterium coli, and Pseudomonas persisted 
respectively. Organisms of the Bacteroides group, 
Clostridium, and yeasts were generally still present after 
treatment. The effect of administration of neomycin 
combined with oxytetracycline was observed in 32 similar 
patients who were given a low-residue diet and a mild 
saline purge beforehand. As a result of this combined 
therapy both aerobic and anaerobic organisms dis- 
appeared from the stools within 2 days. 

In both series some patients complained of nausea 
and vomiting, but this was not severe, and no renal 
impairment was noted. No resistant strains of staphylo- 
cocci were encountered during this restricted treatment, 
but preliminary results indicate that after 5 or more days 
such resistant strains may develop. 

To achieve preoperative intestinal * sterility °’ without 
too much risk of the development of resistant strains 
of staphylococci the following dosage schedule of the 
two antibiotics is recommended: 1 g. of neomycin and 
0-25 g. of oxytetracycline every hour for 4 doses on the 
first day, followed by 1-5 g. of neomycin and 0:25 g. of 
oxytetracycline 4 times a day. With this small dose of 
oxytetracycline, nausea and vomiting were uncommon. 

Derek R. Wood 


692. Preliminary Results of Clinical Trials of Sofra- 
mycin in the Local Treatment of Abscesses and Fistulae. 
(Premiers résultats de l’expérimentation clinique de la 
soframycine utilisée localement dans les abcés et les 
fistules) 

R. Weper. Presse médicale [Presse méd.] 61, 1122, 
Aug. 29, 1953. 


The author reports from the Centre Sanatorial Mari- 
time, Berck, the results of the local injection of ** sofra- 
mycin ’’, a new antibiotic from a strain of Streptomyces, 
in the treatment of 73 patients. This, the first French 
antibiotic, is readily soluble in water, giving stable solu- 
tions, and is active against a wide range of Gram- 
negative and Gram-positive organisms. Staphylococci, 
including those resistant to penicillin and other anti- 
biotics, and Mycobacterium tuberculosis are also sensitive 
to soframycin. 

In 48 patients with long-standing tuberculous fistulae 
with added staphylococcal infection, in whom other anti- 
biotics had failed to bring about healing, soframycin was 
injected (25 to 50 mg. in 5 to 15 ml. of physiological saline) 
daily into the fistula. Some of these patients were 
receiving streptomycin or isoniazid, and all the affected 
joints were properly immobilized. In 15 patients the 
fistula closed and remained healed for at least 3 months, 
in 9 others healing occurred after some additional 
surgical attention, while 12 were greatly improved, but 
in a further 9 the fistula broke down again within 3 
months after initial healing. The strains of staphylo- 
cocci isolated from these fistulae were often resistant in 
vitro to the other antibiotics which had failed to bring 
about healing. 

Results with 14 closed tuberculous abscesses into which 
50 mg. of soframycin was injected once a week were less 
promising. The abscesses healed in 8 instances in which 


the patients were also receiving systemic treatment with 
streptomycin, but did not regress in 4 others who 
received only 10 local injections of soframycin. The 
remaining 2 abscesses did clear up after 2 injections, but 
might have been expected to do so after aspiration alone. 

In 4 out of 6 patients with chronic osteomyelitis and 
fistulae which had been present for some years local 
injection of soframycin caused the fistulae to close; in 
the other 2 there was some improvement. 

On the whole, the results are regarded as encouraging, 
although in some cases they may not be definitive unless 
accompanied by adequate surgical treatment. One or 
two local injections of soframycin caused rapid dis- 
appearance of small, subcutaneous, staphylococcal 
abscesses in 5 patients. No untoward effects were 
recorded in any of the patients who received soframycin 
by local injection, the only method of administration 
which has been employed so far. In conclusion it is 
considered that this substance has a useful place in 
therapy, especially in treating lesions due to staphylo- 
cocci resistant to other antibiotics. Derek R. Wood 


693. Laboratory and Clinical Experience with Carbo- 
mycin 

W. L. Hewitt and J. P. Woop. New England Journal of 
Medicine [New Engl. J. Med.| 249, 261-269, Aug. 13, 
1953. 9 figs., 4 refs. 


In this paper from the University of California, Los 
Angeles, the authors describe their experience with 
carbomycin, a new antibiotic derived from Streptomyces 
halstedii. Tests in vitro showed that it was most active 
against Gram-positive bacteria and Neisseria, and 
slightly active against strains of Haemophilus, the 
bactericidal activity being less than that of penicillin. 
Relatively resistant strains of Staphylococcus aureus 
were found, but there was no cross-resistance between 
carbomycin and other antibiotics, except erythromycin. 

When carbomycin was given by mouth in a dose of 
500 mg. 6-hourly there was a detectable concentration in 
the serum in 80% of patients, with a urinary excretion of 
0-1 to 1-3% of the daily ingested dose. When the anti- 
biotic was administered intravenously in a dose of 400 mg. 
the serum of all patients contained a demonstrable con- 
centration and the drug appeared in the urine within 
30 minutes, the mean excretion being 2-°5% of the daily 
dose. 

Of 12 patients with pneumococcal pneumonia, 10 
responded favourably, whereas only 5 out of 8 patients 
with pneumonia due to other bacteria did so. Only one 
out of 9 patients with severe staphylococcal infection 
responded to administration of the antibiotic, and the 
results in patients with infective endocarditis were uni- 
formly poor. All 8 patients with streptococcal throat in- 
fections did well. Side-effects, which occurred in about 
26% of the patients treated, included nausea, vomiting, 
diarrhoea, skin rash, disorientation, and somnolence. 
The authors suggest that carbomycin should be given 
only to patients who are hypersensitive to penicillin or 
other antibiotics and to those with an acute staphylococcal 
or enterococcal infection which is resistant to penicillin, 
aureomycin, and oxytetracycline. I. Ansell 
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694. A Study of Physical Therapy for Poliomyelitis 
Patients in New York City 

H. M. WaALLAcE, R. S. StrFert, M. A. Losty, and 
H. Ricu. Physical Therapy Review [Phys. Ther. Rev.] 
33, 346-351, July, 1953. 1 ref. 


In New York City in 1949 there were 2,446 cases of 
poliomyelitis, 181 (7-4%) of which were fatal. The 
present paper reports the results of a follow-up investiga- 
tion of 1,523 of the surviving patients. 

Of 907 patients in whom paralytic poliomyelitis was 
diagnosed originally, 389 (43°%) received physiotherapy 
as ambulatory patients after discharge from hospital; 
32% of those with bulbar paralysis and 47% of those 
with non-bulbar paralysis received physiotherapy after 
leaving hospital. Treatment was obtained from hospital 
sources in 44% of cases, from non-hospital sources in 
47%, and from both in 9%. Altogether 68°% of the 
patients were under the medical supervision of a hospital, 
in most instances a physical medicine or orthopaedic 
centre of recognized status. 

The duration of treatment was more than 12 months 
in 45% of cases. At 3 months after the onset of the 
illness 18% had no paralysis, but two-thirds of these 
(mostly from the bulbar paralytic group) continued to 
receive physiotherapy. It is stated that the “ degree of 
over-use of physical therapy was the same, regardless of 
the agency responsible for the medical supervision ” 
and that unnecessary treatment could be avoided by 
more careful evaluation of progress. 

[This is a good article but the use of the word “ para- 
lysis ” is not clear; it is assumed that a patient stated to 
have *‘ no paralysis *’ was fully recovered.] 

J. B. Millard 


695. The Treatment of Brucellosis with ‘‘ Sintomycin ”’ 
(Preliminary Report). (JlewexHue 6onbHEIx Opyuenne- 
30M CHHTOMHLUHHOM 

R. M. AKHREM-AKHREMOVICH. 
Apxue [Ter. Arkh.] 25, 84-87, July-Aug., 1953. 2 figs. 


Penicillin and streptomycin are of little value in the 
treatment of brucellosis, while of aureomycin, chloram- 
Phenicol, and oxytetracycline, the last named has given 
the best results, although even these were not very 
convincing. The effect of a new antibiotic, “‘ sintomycin ” 
Whose therapeutic action is said to be similar to that of 
chloramphenicol, was therefore investigated, it being 
known that this antibiotic had been extraordinarily 
successful in the treatment of bacillary dysentery. 

Sintomycin was given to 11 patients suffering from 
severe brucellosis, 6 of the cases being acute, 3 subacute, 
and 2 chronic. The duration of the disease varied 
between 3 months and 1 year, during which time all the 
usua! treatments, including the administration of vac- 
Cine; and haemotherapy had proved of no avail. The 


antibiotic was given in an initial dose of | g., this being 
repeated after 1 hour and followed by 0-5 g. every 
4 hours until the temperature subsided completely. 
The author describes 3 cases in detail. 

In all 11 cases the temperature began to subside on the 
4th or 5th day after the beginning of treatment, and the 
general toxaemia disappeared about the 10th day. It 
appears from this preliminary investigation that sinto- 
mycin is most effective in the treatment of brucellosis, 
and its further trial in a larger number of cases is 
recommended. H. W. Swann 


696. Occurrence of Histoplasmosis 
Etiologic Studies 

M. L. Furcotow and J. T. GRAYSTON. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 68, 307-320, 
Sept., 1953. 9 figs., 18 refs. 


During the last few years several anlidiiins of pul- 
monary disease in which the cause has been unknown 
have occurred in the United States. The authors, on 
behalf of the Public Health Service of the Federal 
Security Agency,’ have investigated the possibility that 
these epidemics might be due to histoplasmosis, skin and 
serological tests and radiological follow-up examinations 
being carried out on patients in 11 epidemics, and soil 
from the affected area examined for pathogenic fungi in 
these and 2 other epidemics. 

The clinical picture was similar in all the epidemics, 
onset being abrupt, with rigors and prostration. Asthenia 
was pronounced and tended to be somewhat protracted, 
but chest complaints were mild. Radiography of the 
chest showed more changes than would have been 
expected from the clinical examination; they usually 
consisted of diffuse bilateral infiltration, granular or 
nodular in appearance, with enlargement of the hilar 
nodes, and in mast cases cleared in 2 to 6 months. 
Films taken some time afterwards, however, frequently 
showed calcification, usually miliary in type. A short 
description is given of each of the epidemics studied. 

Skin tests with histoplasmin were carried out on 94 
of the 116 individuals involved in the 11 epidemics, and 
in all cases gave positive results. In a few cases it was 
known that a negative reaction had been obtained before 
the illness. Of 54 sera on which complement-fixation 
tests with histoplasmin were performed, 44 gave a 
positive reaction. Of 73 persons who were followed 
up for 4 years after the infection, only 12 failed to show 
any radiological evidence of calcification. Cultures of 
soil samples were positive for Histoplasma in 11 of the 
13 epidemics, although in only one case was it possible 
to isolate the fungus from a patient. 

The authors submit that there is strong circumstantial 
evidence that histoplasmosis was responsible for these 
epidemics. Paul B. Woolley 
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697. Clinical Observations on the Therapeutic Effect 
of ‘*Phtivacide’’ in Tuberculosis, 
Hag Ha OONbHBIX 
Ty6epKyse30m) 

N. A. SHMELEV. //]podaeme: Tydepxyae3za [Probl. 
Tuberk.) 21-29, No. 2, March-April, 1953. 6 figs. 


Phtivacide *’ [see Abstract 683], a thiosemicarba- 
zone derivative of isoniazid, is an almost tasteless, yellow, 
crystalline powder with a slight smell of vanilla. It has 
been used in the treatment of 184 patients with various 
forms of pulmonary tuberculosis, many of whom no 
longer responded to treatment with streptomycin and 
PAS. Daily doses of 1 to 2-5 g. were well tolerated for 
periods up to 5 months, the total dose given ranging 
from 30 to 180 g. The drug is excreted almost entirely 
by the kidneys and sometimes caused temporary fre- 
quency of micturition at the outset of treatment, but 
was well tolerated by patients with amyloid nephrosis, 
except in advanced cases. 

In one series of 85 patients the general condition 
showed a marked improvement in 78 cases after a few 
days of treatment; the appetite was often increased, a 
gain of weight was noted in 69 of the patients, and the 
temperature usually fell to normal within 2 weeks. 
A fall in the erythrocyte sedimentation rate occurred in 
71 out of 141 patients; the sputum was reduced in volume 
in 62 of 116 and became negative for tubercle bacilli in 
20 of 101 patients. Radiological improvement was seen 
in 61 out of 110 patients. 

The effect of phtivacide was not increased by the 
simultaneous administration of streptomycin, but it may 
sometimes be necessary to give other antibiotics to control 
secondary infection, as phtivacide is active only against 
the tubercle bacillus. Phtivacide was apparently in- 
effective in primary tuberculosis in children and in the 
acute stage of tuberculous meningitis, but some effect 
was noted in the chronic stage of meningitis; a bacterio- 
static concentration could readily be obtained in the 
cerebrospinal fluid. Marked improvément was noted in 
5 cases of tuberculous laryngitis. D. J. Bauer 


698. The Use of ‘* Phtivacide’’ in the Treatment of 
HHA 

G. A. SumBatov. Tydepxyaeza [Probl. 
Tuberk.] 29-36, No. 2, March-April, 1953. 6 figs. 


* Phtivacide ”’ [see Abstract 697] was given in 220 
cases of various types of tuberculosis for periods up to 
120 days in a daily dose of 0-5 to 3 g. and to a total of 
30 to 200 g.; 172 of the patients received no other treat- 
ment, 36 received phtivacide in addition to surgical and 
medical measures already instituted, and in the remainder 
other treatment was begun at the same time as treatment 
with phtivacide. 

Marked improvement in both the general and local 
condition was observed in 143 cases (65°) and general 


clinical improvement without change in the local lesions 
in 45 (20-5%), while the drug had no effect in 32 (14-5%). 
Most of the patients (199) were suffering from pulmonary 
tuberculosis; the remainder included cases of tuber- 
culosis of bones, joints, and lymph nodes, and a favour- 
able effect was noted in cases of tuberculous meningitis, 
although the numbers treated were too small to permit 
valid conclusions to be drawn. During the treatment 
of pulmonary tuberculosis, diminution of cough and in 
the volume of sputum was noted in 108 of 158 patients 
(68°%), a fall in the erythrocyte sedimentation rate in 107 
of 190 (55%), a fall of temperature in 98 of 124 (79%), 
and disappearance of tubercle bacilli from the sputum in 
34 of 123 (28%). Return of appetite and gain of weight 
were also seen, and radiological improvement was 
demonstrated in 81 of 143 patients who had improved 
clinically. The compound was much less effective in 
cases of tuberculous toxaemia, caseous pneumonia, 
empyema, miliary tuberculosis, and the primary complex 
in children. 

Clinical improvement was produced by as little 
as 0:3 g. daily, although 2 g. daily was necessary to 
give radiological improvement. The optimum duration 
of treatment was 2 to 2} months, and no advantage was 
obtained by prolonging the course. The toxicity of the 
compound was low, though the side-effects observed 
included purpuric and urticarial eruptions, weakness, 
precordial pain, cardiac asthma, polyneuritis, and dys- 
uria. D. J. Bauer 


699. X-ray Therapy of Peripheral Tuberculous Lymph- 
adenitis 

J. N. Aceto, K. KAsuGA, and §.S. SANDERSON. American 
Review of Tuberculosis [|Amer. Rev. Tuberc.] 68, 157-164, 
Aug., 1953. 9 refs. 


The surgical treatment of tuberculous lymphadenitis 
in children is specially difficult, while the use of strepto- 
mycin is limited by the development of resistance among 
the organisms and by the drug’s definite toxicity, the 
same objections applying to other new drugs such as 
isoniazid. X-ray therapy is an alternate form of treat- 
ment which has been reported to be successful in 75 to 
of cases. 

At Tacoma Indian Medical Center, Washington, 65 
patients (29 male and 36 female) with tuberculous lymph- 
adenitis were treated between 1941 and 1949, the greatest 
number being between 13 and 19 years old; 38 had other 
forms of tuberculosis, while in 27 it was confined to the 
lymph nodes. In 4 patients a positive biopsy was 
obtained, and in 5 patients the Mantoux test was posi- 
tive. In the remainder the diagnosis rested on the 
clinical picture. The site in 79 cases was cervical and 
in 8 non-cervical, several patients having involvement 
of more than one site. Three techniques were used: 
(A) 23 fields treated with 60 to 90 r at 100 kV; (B) 52 
fields treated with 114 r at 100 kV: and (C) 12 fields 
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treated with 105 to 200 r at 125 to 150 kV. The other 
technical factors remained constant at 8 mA and 3 mm. 
Al filter. Treatment was given once a week, the total 
duration varying from 3 to 20 weeks and averaging 6 
weeks. The end-point of treatment was determined by 
the disappearance or definite diminution in size of the 
swellings, cessation of discharge, and healing, and the 
end-result was assessed either at the time of the last 
treatment or one month later. A long-term follow-up 
was carried out in 12 cases only. 

Irrespective of the type of lesion or the technique used, 
in 44 out of 87 fields treated the lesion showed regression 
or healing at the end of treatment (33 out of 47 with 
fluctuant or draining nodes, and 14 out of 40 fields con- 
taining hard nodes). The average treatment time for 
those cases in which a successful result was obtained 
was 6 weeks. No significant difference between the 
three techniques was found in the results of treatment 
of draining nodes, but with hard nodes the results of 
Technique B were significantly inferior. The total dosage 
in the majority of successful cases fell between 400 and 
699 r. Inthe 12 cases which were followed up for long 
periods the lesions remained healed, and no deleterious 
effects of irradiation were seen in any of these patients. 

The belief that miliary tuberculosis may follow irra- 
diation in this type of case has deterred many from using 
it, but has little or no basis in fact. A toxic or debilitated 
patient should not receive irradiation, It should not 
be used as a substitute for other methods of treatment, 
but as an adjunct to them. I. G. Williams 


700. Preliminary Clinical Observations on the Anti- 
tuberculous Activity of a Compound of Streptomycin with 
Congo Red. (Prime osservazioni cliniche sull’attivita 
antitubercolare d’un composto derivante dalla salifi- 
cazione della streptomicina con il rosso Congo) 

G. Pescettt and E. DesTEFANIS. Minerva medica 
[Minerva med. (Torino)] 44, 615-628, Sept. 15, 1953. 
28 figs., 18 refs. 


It has been shown that the combination of strepto- 
mycin with Congo red increases the penetrating and 
diffusing properties of the streptomycin molecule. The 
compound is formed simply by mixing solutions of the 
two substances: if streptomycin is present in excess, a 
disodium salt is produced which is stable but insoluble 
in water; if, however, the Congo red is in excess, a water- 
soluble monosodium salt is formed which is suitable for 
therapeutic use. As it is unstable, however, and soon 
converted to the other salt, it must be injected quickly 
after being dissolved in saline. The antibacterial activity 
of the compound has been shown to be equivalent in vitro 
to its streptomycin content. Animal experiments have 
shown that greater amounts of this compound become 
fixed in parenchymatous organs than is the case with 
streptomycin alone. 

The results obtained in experimental tuberculosis in 
guinea-pigs were sufficiently promising to lead to a trial 
in tuberculous patients at the General Medical Clinic, 
University of Turin. Only 26 cases have been treated 
so ‘ar, and the authors stress that this is no more than a 
preliminary report. After a test dose of 0-1 g., an 


intravenous injection of 0-5 g. was given daily until the 
skin developed generalized red staining. This was con- 
sidered to indicate adequate tissue fixation, and usually 
took 6 to 10 days. Thereafter, 0-5 g. was given every 
second or third day to a total of 10 to 12 g. Headache 
and syncope occurred in some cases during injection, 
but could be minimized by previous doses of anti- 
histaminics. A second course might be given after two 
weeks. 

The results appeared to be comparable to those 
obtained from longer courses of streptomycin alone. 
The meningeal barrier was seen to be permeable in one 
case of meningitis, as shown by staining of the cerebro- 
spinal fluid. 

The authors consider that the compound merits 
further trial. D. Weitzman 


701. Isoniazid and Isoniazid—para-Aminosalicylic Acid 
in the Treatment of Tuberculous Sinuses and Fistulas 

J. D. Murpuy and T. OKANO. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 68, 535-540, Oct., 
1953. 4 refs. 


At the Veterans Administration Hospital, Oteen, 
North Carolina, 27 patients with tuberculous sinus and 
fistula were treated with isoniazid. In 15 cases there 
was a broncho-pleuro-cutaneous fistula, in 11 a chronic 
postoperative pleuro-cutaneous sinus, and in one case 
the sinus was associated with tuberculous lymph nodes, 
the majority of these conditions being sequelae of surgical 
procedures. All the patients had already had extensive, 
unsuccessful courses of various antibiotics. Isoniazid 
was given systemically in a dose of 150 mg. daily (one 
patient received 300 mg. daily) for periods of 2 to 10 
months. In 9 cases auxiliary surgical treatment was 
necessary. Healing was obtained in 18 patients, of 
whom 7 had received in addition 12 g. of PAS daily; ina 
further 7 patients the lesions were improved, one man 
died, and in one case no response was obtained. The 
authors conclude that isoniazid is an effective drug in the 
treatment of tuberculous sinuses and fistulae. 


‘C. A. Jackson 


DIAGNOSIS AND PROPHYLAXIS 


702. A Tuberculin Survey in Stoke-on-Trent 
J. S. MILter. British Medical Journal [Brit. med. J.] 
2, 917-920, Oct. 24, 1953. 2 figs., 1 ref. 


The author reports the results of a tuberculin survey 
carried out in the region of Stoke-on-Trent, which was 
one of 22 areas selected by the Medical Research Council 
for a national survey made in 1949-50. The investigation 
covered a highly industrialized district in which the two 
main industries—the potteries and the coal-mines— 
employed about 71,000 workers out of a population of 
274,500 in 1948. Both occupations are attended by a 
serious, though decreasing, risk of pneumoconiosis, often 
complicated by tuberculosis. 

Patch tests were carried out in 3,889 children whose 
ages varied from 5 to 20 years. The proportion of 
positive reactors showed a steady increase from 20% at 
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the age of 5 to 77:2°% at 18 years of age. There was no 
significant difference between the sexes at any age in the 
results of the tuberculin test, while neither the parents’ 
occupation nor the hygienic standard of school or home 
environment appeared to have any important bearing 
upon the frequency of tuberculous infection. The yearly 
infection rate in Stoke was substantially higher than the 
average for the other areas included in the M.R.C. 
survey which, in the author’s opinion, may be attributed 
to the high mortality and morbidity rates for tuberculosis 
in this area. A mass miniature radiographic survey in 
which 8,448 persons were examined in 1952 revealed 6-8 
cases of active tuberculosis per 1,000, compared with the 
national figure of 3-5 per 1,000. Franz Heimann 


703. B.C.G. Inoculation of the Individuat Already 
Infected with Tuberculosis. (Die BCG-Impfung am 
bereits tuberkuloseinfizierten Individuum) 

K. Qualtser. Beitrdge zur Klinik der Tuberkulose und 
spezifischen Tuberkulose-Forschung |Beitr. Klin. Tuberk.} 
109, 208-219, 1953. 37 refs. 


In an investigation carried out in 1948 among school- 
children in Graz, Austria, 36-3°% of children 10 to 14 years 
old gave a negative tuberculin reaction. When those 
children who were still at school 2 years later were re- 
tested with tuberculin preparatory to vaccination with 
B.C.G., of the 204 previously tuberculin-negative, 100 
now gave a positive reaction and were excluded from 
vaccination, while 61 were either affected by tuberculosis 
or withheld from vaccination by their parents [proportion 
of each not indicated], leaving 43 who received B.C.G. 
Of those previously tuberculin-positive, 43 whose reaction 
had reverted to negative were also vaccinated, although 
it is generally considered that children who have once 
acquired a tuberculous infection should not as a rule be 
given B.C.G. Comparison between the two groups, 
however, failed to show any difference in the incidence 
of complications, and even in severely ill-nourished 
children of the latter group there was no evidence that 
B.C.G. vaccination was harmful to health. In the 
author’s opinion, therefore, vaccination with B.C.G. is 
not contraindicated by a previously positive reaction to 
tuberculin: it is, however, advisable to restrict the 
number of vaccinations in such cases since it is impossible 
to say whether a subsequent positive tuberculin reaction 
is evidence of successful vaccination or of reactivation of 
tuberculous disease. Such children should undergo a 
thorough clinical examination and be tested with tuber- 
culin up to a dose of 1 mg. before vaccination is 
undertaken. Franz Heimann 


704. Tuberculosis in Bornholm after B.C.G. Vaccination. 
[In English] 

H. C. OLsen. Acta tuberculosea Scandinavica |Acta 
tuberc. scand.] 28, 1-30, 1953. 9 figs. 


This paper describes the effect of B.C.G. vaccination 
on the incidence of tuberculosis in the Danish island of 
Bornholm in the Baltic, almost half of the 48,000 in- 
habitants having been vaccinated between 1940 and 1950. 

Since 1932 the school-children in the town of Ronne 
have been examined radiologically and tuberculin-tested 


each year, and since 1937 this has been extended to the 
whole of one of the four local-government districts of 
the island. In addition, between 1936 and 1940, 95-7°, 
of all children and 71-5°% of all adults under 35 in the 
island were tuberculin-tested. In 1940 the B.C.G. vac- 
cination of children of school-leaving age was started, 
and after 1942 it was gradually extended to all children 
from the age of 7. By the end of 1945, 10,337 persons 
—23% of the population—had been vaccinated and the 
incidence of fresh cases of tuberculosis in the age group 
affected had fallen considerably. In 1946 the entire 
adult population was invited to attend for examination 
(and vaccination when indicated), and by the end of the 
year almost 40°, of the population had been vaccinated. 
The incidence of tuberculosis in the island has fallen 
irregularly since 1906, periods of heavy reduction co- 
inciding successively with the opening of the sanatorium, 
the introduction of x-ray equipment, the institution of 
mass examination, and the introduction of B.C.G. vac- 
cination. Bovine tuberculosis has been virtually eradi- 
cated since 1932. It is hoped to continue the control of 
tuberculosis by the isolation of cases and by B.C.G. 
vaccination. Further mass examinations are not con- 
templated in the future, but age-group examinations at 
one year and at 7, 13, and 25 years are to be carried out. 
[This is an interesting account of a thorough and 
energetic scheme of tuberculosis control. The author, 
however, places more importance on the part played by 
B.C.G. than the facts presented seem to warrant. For 
example, between 1941 and 1946 those vaccinated were 
almost all aged between 7 and 20, yet the reduction in 
morbidity observed during this period also affected the 
groups aged 20-25 and 26-35, very few of whom had 
been vaccinated. It is also possible that the fall in 
notifications between 1941 and 1945 was due to the 
intensive examination of the population which had taken 
piace in the preceding 5 years, rather than to B.C.G. as 
is suggested. ] T. M. Pollock 
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705. Treatment of Tuberculous Meningitis with Iso- 
niazid 

T. ANDERSON, M. R. Kerr, and J. B. LANDSMAN. 
Lancet [Lancet] 2, 691-693, Oct. 3, 1953. 2 figs., 3 refs. 


The activity of isoniazid against Mycobacterium tuber- 
culosis coupled with the finding that it passes into the 
cerebrospinal fluid (C.S.F.) in effective amounts suggested 
its therapeutic trial in cases of tuberculous meningitis, 
especially since streptomycin therapy has certain dis- 
advantages. At Ruchill Hospital, Glasgow, 7 unselected 
patients suffering from tuberculous meningitis of inter- 
mediate or advanced stage were treated with isoniazid by 
mouth for 17 weeks. In addition streptomycin was given 


by intramuscular .and intrathecal injection to 4 of the 
patients during the first week and to 2 patients during the 
first 4 weeks; the remaining patient received isoniazid 
only. 

All the patients survived, the longest follow-up period 
being 12 months. A more rapid clinical improvement 
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was observed in these cases than in a similar group given 
the standard streptomycin treatment. The duration of 
fever was shorter and the C.S.F. returned to normal more 
quickly in the patients receiving streptomycin for the 
shorter period. It is suggested that intrathecal injection 
of streptomycin causes some meningeal irritation and 
prolongs the fever. 

The authors found that the patient receiving isoniazid 
was much happier than the patient receiving strepto- 
mycin and also that the ward morale was better, but 
they stress that further trials with isoniazid are necessary. 

A. Gordon Beckett 


706. Treatment of Tuberculous Meningitis with Strepto- 
mycin and Isoniazid 

J. Torres-Gost. Lancet [Lancet] 2, 693-694, Oct. 3, 
1953. 


In this paper from the Escuela Nacional de Sanidad, 
Madrid, the author describes the results obtained in 
100 cases of tuberculous meningitis in which a com- 
bination of streptomycin by intramuscular injection and 
isoniazid by mouth and by intrathecal injection was 
given for a period of 3 months. The results were 
satisfactory, there being 6 deaths only, all in patients 
with severe tuberculous meningitis. The patients (20) 
with a mild form of the disease responded rapidly, the 
meningeal and other symptoms disappearing within one 
week, although the cerebrospinal fluid (C.S.F.) was 
slower to return to normal. In the moderately severe 
cases (65) there was a less immediate response, the 
stupor passing off usually within 2 or 3 weeks; the 
C.S.F. returned to normal after a further period of | to 
2 months, during which time the patients were usually 
symptom-free. Patients with severe tuberculous menin- 
gitis (15) responded less satisfactorily than the patients 
in the other two groups, the persistence of symptoms 
and signs being due to the presence of extrameningeal 
lesions. 

The sequelae’ in 7 cases were mild and not incapaci- 
tating. Relapse occurred in 10 cases, but the symptoms 
were mild and responded to further treatment. The 
author recommends a second course of treatment should 
the C.S.F. remain abnormal after 4 months. : 

A. Gordon Beckett 


707. C.S.F.-Isoniazid 
Meningitis 

A. P. FLETCHER. Lancet [Lancet] 2, 694-696, Oct. 3, 
1953. 8 refs. 


The concentration of isoniazid in the cerebrospinal 
fluid (C.S.F.) was estimated in 15 adult patients under- 
going treatment for tuberculous meningitis at St. Mary’s 
Hospital, London. The dosage of isoniazid varied, the 
highest dose being 10 mg. per kg. body weight in 24 hours 
and the lowest 200 mg. spread over 24 hours regardless 
of body weight. The isoniazid content of each specimen 
of C.S.F. was determined by three methods, two being 
chemical methods and one a biological assay against a 
culture of Mycobacterium tuberculosis. 

he results with the three methods were in reasonable 
agreement, indicating that by the chemical methods the 


Levels’ in Tuberculous 


level of biologically-active isoniazid could be determined. 
It was found that following oral administration isoniazid 
appeared in the C.S.F. in | to 2 hours; the concentra- 
tion reached a peak at 4 to 6 hours and fell considerably 
after 10 to 12 hours, although the drug was still detectable 
at the end of 24 hours. Satisfactory bacteriostatic levels 
of isoniazid in the C.S.F. were obtained with both the 
highest and the lowest dosages. 

From these results it is concluded that a dosage of 
200 mg. daily in adults is adequate, and that intrathecal 
administration is unnecessary. A. Gordon Beckett 

/ 


708. Cisternography as a Guide to the Treatment of 
Tuberculous Meningitis in Children. (La cisternographie 
gazeuse au cours de la méningite tuberculeuse de l'enfant. 
Son intérét dans la conduite du traitement) 

J. CHAPTAL, C. Gros, D. BRUNEL, R. JEAN, R. LABAUGE, 
and C. BECHARD. Archives francaises de pédiatrie [Arch. 
frang. Pédiat.| 10, 150-159, 1953. 3 figs., 15 refs. 


The authors have treated 101 children with tuberculous 
meningitis with streptomycin. Of the 53 who died, 42 
presented a clinical picture of meningo-diencephalitis. 
It did not appear, however, that a basal arachnoiditis 
was necessarily fatal, since 21 others in whom its presence 
was suspected or confirmed survived the original attack. 
But the fact that 4 of these patients died subsequently 
from a relapse suggested that medical treatment alone 
was insufficient in such cases to ensure the complete 
eradication of the infection, and it was felt that some 
effort should be made, when basal arachnoiditis has been 
diagnosed, to irrigate the basal cisterns by surgical means, 
following the procedure described by Feld (Sem. Hép. 
Paris, 1949, 25, 3592). 

The diagnosis of basal arachnoiditis is, however, not 
easy. Clinical signs of importance are tremor and hyper- 
tonia, while the presence of a normal ventricular fluid 
and a cloudy suboccipital. fluid, with a progressive 
increase in the albumin content of the latter, is suggestive, 
but not conclusive. Electroencephalography is at pre- 
sent not helpful. By means of air encephalography, 
however, the authors have carried out investigations on 
one or more occasions on 13 children with tuberculous 
meningitis. With little constitutional upset the state of 
the circulation of the cerebrospinal fluid may be ascer- 
tained, the site of a block may be discovered, and the 
condition of the lateral. ventricles be disclosed. They 
divide their cases into 3 groups. (1) Cisternography was 
carried out on 3 children who were responding badly 
after 1 to 4 months’ treatment. Blockage was found in 
all 3, although in one case its presence had not really 
been suspected. Irrigation of the basal cistern through 
a nylon catheter appeared to help to restore the flow of 
cerebrospinal fluid in 2 of these children, the third being 
too ill for surgery to be attempted. (2) Cisternography 
was performed after the fluid had become normal in 
6 cases, in 3 of which it showed no interference with the - 
fluid flow, while in the other 3 it showed a block. 
Although 2 of the 3 patients appeared to be quite cured, 
a guarded prognosis was evidently necessary. The third 
child had shown signs of increased intracranial pressure 
in the form of papilloedema, but was otherwise apparently 
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normal; encephalography revealed a basal block and 
hydrocephalus, and irrigation with streptomycin was per- 
formed with the idea of restoring fluid circulation and 
sterilizing any residual focus of infection. (3) In 4 cases 
encephalography was performed after relapse and 
revealed a block in 3. Surgical intervention and irriga- 
tion were successful in arresting the deterioration in one 
of the 2 cases in which it was attempted. 

The authors consider that air encephalography is a 
valuable procedure in cases of tuberculous meningitis in 
which basal arachnoiditis is suspected. It is neither 
dangerous nor difficult, and may play a vital part in 
determining whether surgical means should be employed 
to relieve a block. J. G. Jamieson 


RESPIRATORY TUBERCULOSIS 


709. Acute Tuberculous Pneumonia in the Negro 

A. A. Catix, M. M. ZiIskinp, A. J. LEONARD, H. S. 
ANDERSON, J. BLock, and S. JAcoss. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 68, 382-392, Sept., 
1953. 6 figs., 4 refs. 


Before streptomycin became available, acute tuber- 
culous pneumonia was almost invariably fatal in the 
negro, with or without any form of collapse therapy. 
This paper from the Charity Hospital of Louisiana at 
New Orleans describes 23 such cases treated with strepto- 
mycin between 1948 and 1951, and discusses the various 
forms of additional treatment given. Streptomycin 
alone gave poor results, but was much more effective 
when combined with PAS. Artificial pneumothorax 
was induced in 5 cases, all of which were fatal. A satis- 
factory pneumoperitoneum was obtained in 12 out of 
16 cases in which it was attempted, and there was only 
one death among these 12, the sputum having become 
negative for tubercle bacilli in 5 of the remainder and 
the condition in the 7 others being now sufficiently 
stabilized for surgical measures to be contemplated. 
However, it is doubted whether pneumoperitoneum has 
much beneficial effect in these cases and, if employed, it 
should not be induced until 3 to 6 months after treat- 
ment has begun. 

Of the 23 patients treated, 15 were alive 14 to 50 
months after the start of treatment, these results bearing 
witness to the remarkable change brought about by 
chemotherapy in the immediate prognosis of acute 
tuberculous pneumonia in the negro. 

Paul B. Woolley 


710. Endobronehial Perforation of Tuberculous Lymph 
Nodes, Excluding Primary Infection. (Des perforations 
ganglionnaires endobronchiques considérées en dehors 
de la primo-infection) 

A. Durourt, J. BRUN, and C. OLLAGNIER. Revue de la 
tuberculose {[Rev. Tuberc. (Paris)| 17, 765-783, 1953. 
3 figs., 32 refs. 


The endobronchial perforation of tuberculous lymph 
nodes is a classic accident associated with primary tuber- 
culous infection. In this paper from Lyons the authors 
discuss the perforation of nodes into the bronchus at a 


later stage of the disease, and give a comprehensive 
review of the literature. The frequency of the condition 
varies with different races, being especially high in Turks 
and the Mussulmans of North Africa whose hyper- 
sensitivity to tuberculosis is thought to be high. 

In European countries with a population relatively 
immune, perforation of a lymph node usually occurs in 
older people—generally above the age of 50—and at a 
time long after the primary infection, and is perhaps 
associated with an exogenous superinfection of the nodes 
or with a decline in the immunity of the individual. 
These perforations may occur only into the bronchial 
tree (unipolar), or they may also form a connexion with 
the oesophagus or the mediastinum (bi- or multi-polar). 
In the former case they are often symptomless and are 
discovered only at necropsy or on bronchoscopy. Three 
types of perforation are described: (1) following abscess 
formation in the lymphnode, when they have, on broncho- 
scopy, the appearance of a furuncle; (2) occurring with 
sequestration of an anthracotic or silicotic node; and 
(3) a chronic type, from which fragments of the node are 
extruded. Although pulmonary lesions have been 
known to occur with perforations, they are rare, and 
the authors are unable to associate any one pulmonary 
picture with this condition. Bronchoscopy in a large 
number of chronic cases of tuberculosis by the authors 
revealed only 3 patients with nodal endobronchial per- 
foration at this stage. These 3 cases are described in 
some detail, with reproductions of chest radiographs. 

G. M. Little 


711. Cicatrization of Bronchial Ulcers in Secondary 
Tuberculosis. (Les modes de cicatrisation des ulcérations 
bronchiques tuberculeuses de réinfection) 

J. M. Lemoine and J. A. PitHeu. Revue de la tuberculose 
[Rev. Tuberc. (Paris)| 17, 661-670, 1953. 


In this report on 400 cases of endobronchial tuber- 
culosis from the Hé6pital Cochin, Paris, the authors 
point out that experience has shown that in 80% of such 
cases healing is by cicatrization with resulting stenosis. 
The healed lesion is recognizable on bronchoscopy, a 
network of white fibres being seen through the re- 
generated mucosa. 

In the present series ulceration was found in 188 cases 
and stenosis in the remaining 212. Only 25 of the latter 
group had received any previous antituberculous 
therapy and the majority of the lesions had cicatrized 
spontaneously. In all but 14 cases, however, there was 
definite proof of a tuberculous aetiology. Of the 188 
cases with ulceration, this was associated with paren- 
chymal disease in 64 (with cavitation in 52), and 38 of 
the remainder showed areas of collapse. 

In all, 122 cases were treated, treatment consisting of 
the application via the bronchoscope of pledgets of 
cottonwool soaked in a 1-in-1,000 solution of adrenaline, 
repeated at fortnightly intervals on from 4 to 7 occasions. 
Cicatrization took place in 98 cases on this therapy alone. 
In 3 more, application of 10% silver nitrate was required. 
In 6 cases, irradiation with ultraviolet light via the 
bronchoscope was tried but was given up because of the 
risk of parenchymal flare-up. Six patients also received 
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streptomycin, but the authors conclude that the majority 
of endobronchial tuberculous ulcers will heal with local 
treatment without the use of streptomycin. 


D. Weitzman 


712. Complications of Enzymatic Debridement in Pul- 
monary Tuberculosis with Bronchopleural Fistula 

L. W. Jones, S. H. DRessLer, J. DENST, and J. B. Grow. 
Diseases of the Chest {Dis. Chest] 24, 173-179, Aug., 
1953. 4 figs., 2 refs. 


The use of enzymes to liquefy pus, which can then be 
aspirated easily, is of established value in the treatment 
of empyema. Serious complications may occur, how- 
ever, if this technique is used in the presence of a broncho- 
pleural fistula. From the University of Colorado School 
of Medicine 9 cases are reported, each of tuberculous 
empyema with fistula, which were treated by instillation 
of trypsin; streptokinase and streptodornase were also 
used in some cases. In several instances aspiration of 
the lysed exudate into the bronchial tree was observed, 
and in 3 cases severe tuberculous tracheobronchitis or 
pneumonia followed, one patient dying. In another 
case massive haemorrhage followed the treatment, 
necessitating ligation of the pulmonary artery. The 
authors conclude that “the presence of a bronchial 
fistula is a hazard in the enzymatic treatment of tuber- 
culous empyema’. [It must be accepted as a contra- 
indication.] M. Meredith Brown 


713. Conservative Thoracoplasty with Extrafascial 
Refills 

R. Y. Keers and F. J. SAMBROOK Gowar. 
[Thorax] 8, 214-220, Sept., 1953. 9 figs., 3 refs. 


The authors report their experience and the results of 
conservative thoracoplasty (bilateral in 9 cases) with 
refills of the extrafascial space in 109 tuberculous patients 
treated at Tor-na-Dee Sanatorium, Kincardineshire, 
Scotland. 

Of the 98 men and 11 women so treated, 68 were aged 
between 20 and 29, 33 between 30 and 39, and 8 were 
over 40. There was one death in the series, due to air 
embolism from a refill of the extrafascial space. Of the 
109 patients, 101 have since been discharged, the 
sputum of 100 being negative on examination by direct 
smear. In 81 cases gastric washings were cultured, and 
inoculation into guinea-pigs gave 73 negative and 8 posi- 
tive results. 

The authors stress the importance of adequate pre- 
operative preparation by means of chemotherapy, 
pneumoperitoneum, and posture, and they also endeavour 
to achieve preoperative sputum conversion which has 
proved an important factor in preventing postoperative 
spread of'the disease. The technique of the operation, 
performed under local analgesia, is clearly described, 
and the importance of an adequate strip is emphasized. 
Where more than 34 ribs are resected a two-stage opera- 
tion is necessary. The air (40 to 60 ml.) is introduced 
into the extrafascial space on the 10th postoperative day, 
at first at zero pressure and gradually increasing in sub- 
sequent daily refills to a mean pressure of not more than 
12 cm. of water. At this pressure it is maintained until 

M—P 


Thorax 


sufficient rib regeneration occurs to keep the apex from 
rising, a process which usually takes place by about the 
12th postoperative week. The possible complications 
and their management are discussed. 

The authors conclude that this operation, causing the 
minimum of deformity, is fully justified until an alterna- 
tive procedure is found which will give as good results 
with no greater mortality R. H. J. Fanthorpe 


714. Consolidation in Primary Pulmonary Tuberculosis 
D. ADLER and W. F. RICHARDs. Thorax [Thorax] 8, 
223-241, Sept., 1953. 10 figs., 36 refs. 


The authors describe 83 cases of primary pulmonary 
tuberculosis in which consolidation and _ collapse- 
consolidation occurred. The patients included 43 boys 
and 40 girls aged 2 months to 15 years, 60 being under 
the age of 5 years, all of whom were discharged from 
High Wood Hospital, Brentwood, Essex, between Jan. 1, 
1949, and Dec. 31, 1951. The authors carefully define 
the terms ** consolidation”’ and “*collapse-consolidation,”’ 
and assert that in most cases collapse-consolidation can 
be differentiated radiologically from atelectasis. 

The lesions were segmental or lobar in 80 patients 
and non-segmental in 3. Of 66 patients with segmental 
or lobar lesions, 57 were left with residual collapse, 
atelectasis, or collapse-consolidation of at least one seg- 
ment. Definite bronchiectasis occurred in 9 cases and 
was suspected in 10 (bronchography was carried out 
in only 10 of the 20 cases in which bronchiectasis was 
suspected). It is asserted that resolution of the con- 
solidation occurs in the majority of cases; large areas of 
calcification, indicating previous caseation, were visible 
in 6 cases only. There were definite signs of endo- 
bronchial disease in 28 of the 35 patients subjected to 
bronchoscopy. 

The authors discuss at length the pathogenesis of this 
condition, including the various theories advanced to 
explain ‘“ epituberculosis’’. They conclude that the 
condition is caused by the inoculation of tuberculous 
material into the lung of an allergic individual, the source 
of this material in the majority of cases being a tuber- 
culous bronchopulmonary node which has perforated 
the bronchial wall. The authors consider that strepto- 
mycin and PAS are of no value in treatment, and that 
resection of nodes or lobes is rarely indicated. They 
advocate conservative treatment, but stress the need for 
a prolonged follow-up period in view of the danger 
that the patient will break down later with adult-type 
tuberculosis. R. H. J. Fanthorpe 


715. Decortication in the Treatment of Pulmonary 
Tuberculosis 

F. H. Exuis, G. A. HEDBERG, and V. R. KRUEGER. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic [Proc. 
Mayo Clin.] 28, 537-543, Sept. 23, 1953. 13 refs. 


The authors have attempted to evaluate the role of 
decortication in the treatment of pulmonary tuberculosis. 
Of 51 decortications carried out by them on 49 patients 
at Nopeming Sanatorium, Nopeming, Minnesota, 30 
were for unexpandable lung after pneumothorax, 7 for 
tuberculous empyema, 11 incidental to pulmonary re- 
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section, and 3 were miscellaneous cases. Preoperative 
radiological examination was carried out with broncho- 
scopy in all cases in order to exclude the presence of 
bronchial stenosis. Treatment with dihydrostrepto- 
mycin and PAS was given for a period of | to 6 months 
before operation and for 1 to 9 months, depending on 
the state of the disease, after operation. All but 7 
patients received chemotherapy. At operation the 
lateral rib-resecting incision was preferred, and care was 
taken to free the diaphragm adequately, develop infolded 
lung tissue, and preserve the phrenic nerve. Extensive 
diseased areas were not decorticated, but in such cases 
resection was performed if possible. Intercostal drainage 
with a negative pressure of 15 to 25 cm. of water was 
instituted postoperatively. 

Follow-up studies have extended up to 44 years. No 
patient died, nor was there any case of reactivation or 
spread of disease. Small residual air pockets gradually 
disappeared, but a more persistent pneumothorax in 4 
cases required further decortication, or thoracoplasty, 
or prolonged intercostal drainage. Other complications 
included abscess of the wound (1 case), bronchopleural 
fistula and empyema (2 cases), haemothorax (1 case), 
thrombophlebitis (2 cases), and accidental severance of 
the phrenic nerve in one patient, a total of 11 complica- 
tions in 49 patients, giving an incidence of 22°5°%. 

Satisfactory filling of the pleural space was achieved 
in 28 cases, but thoracoplasty was required in addition 
to decortication in 18 cases. The average length of 
time of collapse of pulmonary tissue before the operation 
was 12 years. The authors point out that although fewer 
thoracoplasties are now being performed, nevertheless it 
may have to be considered in a significant number of 
cases in order to ensure adequate closure of the pleural 
space after decortication. Of 5 cases with marked 
fibrosis and mediastinal shift, only one showed any post- 
operative return of the mediastinum to the normal 
position, while significant improvement in pulmonary 
function occurred postoperatively in only one of 8 cases 
studied. D. J. Pearce 


716. A Series of 350 Cases of Total Pneumonectomy 
for Tuberculosis. Long-term Results. (Expérience de 
350 pneumonectomies totales pour tuberculose. Reé- 
sultats lointains) 

M. BéRARD, R. ARRIBEHAUTE, J. GERMAIN, and J. Du- 
MAREST. Revue de la tuberculose [Rev. Tuberc. (Paris)] 
17, 641-650, 1953. 4 figs. 


This important paper describes the late results of 
pneumonectomy in a series of 350 cases of pulmonary 
tuberculosis treated during 1948-52. The result is 
classified as ** excellent ’’ in 207 cases and “* improved ”’ 
in 38, while 99 patients died (23 (6-5°,) in the first post- 
operative month). Six patients were untraced, the 
remainder having been followed up for periods ranging 
from 3 months to 5 years. The indication for operation 
was destruction of the lung in 180 cases and bronchial 
stenosis in 35, 

Broncho-pleural fistula occurred in 48 cases (13-7%), 
with 34 deaths, and empyema without fistula occurred in 
52 cases (14°8°%%), with 20 deaths. Contralateral spread 


was seen in 29 cases; in 10 of these it occurred within 
2 months of operation, with 7 deaths, and in 19 it 
occurred between 2 months and 2 years after operation, 
with 6 deaths. Other complications were heart failure, 
tuberculous pericarditis, and acute pulmonary oedema. 
This last occurred in 5 cases between 8 days and 2 years 
after operation, and was fatal in all cases. The complica- 
tion rate was highest among the earlier cases. 

The functional results were satisfactory. Of the 207 
patients regarded as cured, 192 are now fully active, and 
only 15 have sufficient dyspnoea to cause restriction of 
activity. There are no respiratory cripples amongst 
them. 

Thoracoplasty was performed after the resection in 
24 cases for empyema and in one case for mediastinal 
displacement with gross dyspnoea. No correlation could 
be found between the degree of mediastinal shift and 
the severity of respiratory symptoms or frequency of re- 
activation of the disease. The authors point out that 
complications and reactivation are rare after the first 
postoperative year, and a good prognosis can be given 
if the patient remains well at that time. 

[No details of the operative indications in cases other 
than those mentioned above or of chemotherapy are 
given, and there are no references.] 

S. F. Stephenson 


717. Extraperiosteal Plombage with Polystan Sponge. 
Collapse Therapy in Severe Pulmonary Tuberculosis. 
[In English] 

H. ENGBERG and J. L. HANSEN. Acta tuberculosea 
Scandinavica [Acta tuberc. scand.] 28, 45-61, 1953. 
6 figs., bibliography. 


Extraperiosteal pneumonolysis, with polyethylene 
(“‘ polystan’’) sponge as the plombage material, was 
carried out 90 times on 80 patients at the Chest Hospital, 
Copenhagen. The advantages of this procedure are: 
(1) Preservation of the ribs, with consequent reduction 
in Operative risk. Paradoxical respiration, atelectasis, 
and spread of tuberculosis are less serious threats than 
in thoracoplasty, while deformity, persistent pain, and 
reduced mobility of the shoulder are avoided. (2) Pre- 
vention of local complications. The extraperiosteal 
mobilization of the apex ensures a solid, vascular 
covering layer over the diseased part and, in the case of 
a large peripheral cavity, prevents wall necrosis; fistulae 
and empyema are less common than after extrapleural 
pneumonolysis. (3) The physiologically inert polystan 
sponge is firm, but less hard than “* leucite ’’ spheres, and 
permits ingrowth of connective tissue into its substance, 
securing it within the plomb space—a most important 
factor in reducing effusion. At the end of 3 months’ 
regeneration the ribs provide a lasting immobilization 
and collapse of the diseased area. 

In 1951 extraperiosteal plombage was carried out on 
18°% of the patients operated on for pulmonary tuber- 
culosis, as against resection in 30°, and other surgical 
collapse measures in 52%. The procedure was limited 
to those cases which were considered inoperable or poor 
surgical risks—for example, in the presence of emphysema, 
bronchitis, bronchial asthma, severe cor pulmonale, or 
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pronounced obesity. Other indications were severe 
contralateral disease requiring artificial pneumothorax 
or other planned collapse therapy, and the presence of 
large subapical cavities. 

The operative technique was essentially that recom- 
mended by Morriston Davies et al. (Thorax, 1951, 6, 209; 
Abstracts of World Surgery, 1952, 11, 79). After-care 
presented no special problems, but antibiotics were given 
as a routine for 6 days. Paracentesis was repeated once 
or twice as necessary. When additional collapse was 
required, air was injected directly into the plomb after 
14 days to pressures up to +40 cm. of water, the in- 
sufflations being maintained until rib regeneration had 
consolidated the collapse. If cavity closure failed, re- 
section was carried out after 6 months. In 3 patients a 
bilateral operation was completed in one stage. Com- 
plications occurred in 8 cases (torn pleura (4), rupture 
of the wound (1), and atelectasis (3)). Of 52 patients 
followed up for one year or more, 7 of whom had under- 
gone bilateral plombage, 34 showed sputum conversion, 
although 10 had contralateral lesions, 14 remained 
sputum-positive, and 4 were dead, 2 having died after 
secondary resection. Late complications included pyo- 
genic infection of the plomb space in 4 cases, which was 
effectively controlled by formal thoracoplasty, tuber- 
culous infection in 2 cases subsequent upon early re- 
section 2 and 4 months respectively after the plombage, 
and persistent pain in 2 cases. 

In the authors’ view plombage is at present “* primarily 
a procedure to be used when traditional methods are 
considered too risky ”’. C. A. Jackson 


718. An Experimental and Clinical Study of the iso- 
Nicotylhydrazone of Glycuronolactone. (Etude expéri- 
mentale et clinique de l’isonicotyl-hydrazone de la glycu- 
ronolactone) 

G. Brouet, B. N. HALPERN, J. MARCHE, J. MALLET, 
and J. CHRETIEN. Revue de la tuberculose (Rev. Tuberc. 
(Paris)] 17, 789-824, 1953. 15 figs., 4 refs. 


The authors report a study of isonicotylhydrazone of 
glycuronolactone, a substance synthetized by Passedouet. 
The glycuronic acid radical was chosen for the synthesis 
because it intervenes in the metabolism of the steroid 
hormones and processes of detoxication and, although 
not in itself bactericidal, appears to act synergically 
with streptomycin, increasing its bacteriostatic power 
and delaying the development of resistance. It is also 
possible that the polysaccharide portion aids in the 
penetration of the bacillus by the antibiotic. Toxicity 
experiments on mice, rats, and dogs showed that the 
new substance is only about one-fifth as toxic as isoniazid. 
Bacterial studies in vitro, using Youman’s and Dubos’s 
medium, and in vivo with guinea-pigs and rabbits, showed 
that weight for weight the substance possesses an activity 
at least equal to that of isoniazid. 

Since September, 1952, observations have been made 
at the Lariboisiére and Broussais Hospitals, Paris, on 
36 patients with pulmonary tuberculosis who were treated 
with isonicotylhydrazone of glycuronolactone only, 
most cases receiving 1,200 to 1,600 mg. daily by mouth 
in 4 doses. In such quantities no signs of intolerance 


were noted, although some gastro-intestinal disturbance 
occurred in alcoholic patients receiving 2,000 mg. daily. 
Of 11 chronic cases, only 3 showed some slight improve- 
ment, as was expected, but in the 25 more recent cases 
the results were satisfactory, with improvement in the 
radiological appearances and disappearance or marked 
diminution of cough and sputum in all but 5 cases. 
The general condition was greatly improved in all 
cases. G. M. Little 


719. The Effect of Testosterone on Patients with 
Pulmonary Tuberculosis 

S. COHEN, B. HAYRABETIAN, and E. L. SEVRINGHAUS. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 68, 
165-176, Aug., 1953. 19 refs. 


Although tuberculosis is recognized as one of the 
important aetiological factors in Addison’s disease, the 
clinician does not often encounter the latter condition in 
tuberculous patients. At the B. S. Pollak Hospital for 
Chest Diseases, Jersey City, New Jersey, 19 male patients 
with advanced pulmonary tuberculosis were considered 
to have diminished adrenal cortical function as evidenced 
by an abnormal result of the water diuresis test and 
diminished urinary excretion of 17-ketosteroids. Of 
these patients, 6 were treated with 25 to 75 mg. of methyl 
testosterone orally daily, 7 received 25 to 75 mg. of 
testosterone propionate intramuscularly daily, and 6 
were given a placebo. A gain in weight was recorded in 
all the patients, which was particularly striking in those 
treated with testosterone propionate, but only slight in 
those receiving the placebo. No significant change was 
observed in water diuresis, and the excretion of 17- 
ketosteroids was but slightly increased. (The authors 
admit that the two criteria used to arrive at the diagnosis 
of adrenal cortical deficiency, namely, water diuresis and 
17-ketosteroid excretion, are by no means specific and are 
of doubtful validity.) R. H. J. Fanthorpe 


720. ‘* Pendulum ’’ Therapy for Pulmonary Tuber- 
culosis. (Die Schaukeltherapie’’ der Lungentuber- 
kulose) 

E. TANNER, P. BAER, and J. WANNER. Schweizerische 
medizinische Wochenschrift [Schweiz. med. Wschr.] 83, 
751-754, Aug. 15, 1953. 4 figs., 37 refs. 


A new technique of chemotherapy for pulmonary 
tuberculosis is described in which streptomycin and 
isoniazid, each in combination with PAS, are given 
alternately, the former for 2 months and the latter for 
one month, the 3-month cycle then being repeated. The 
term ‘“‘ pendulum therapy” is used to describe this 
method. The dose of streptomycin given is 1 g. intra- 
muscularly every third day, and that of isoniazid 5 mg. 
per kg. body weight daily, 10 to 12 g. of PAS being given 
for 2 days each week. The authors claim that better 
clinical, bacteriological, and radiological results are 
obtained with pendulum therapy than with streptomycin 
and PAS or isoniazid and PAS alone, the periodic change 
helping to prevent the development of drug resistance. 
They support their claim with statistics derived from a 
total of 168 cases, 41 of which received pendulum therapy 
for periods up to 10 months. Franz Heimann 
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Venereal Diseases 


721. Magnamycin—A New Antibiotic. A Preliminary 
Report on its Use in Gonorrhea, Lymphogranuloma 
Venereum, and Donovanosis 

J. C. Wuiraker, A. PriGot, M. MARMELL, and E. G. 
MorGan. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.| 37, 466-470, Sept., 
1953. 2 figs., 6 refs. 


Magnamycin, an antibiotic obtained from Streptomyces 
halstedii, possesses effective inhibitory activity against 
rickettsiae and the larger viruses. It is reported to be 
active principally against Gram-positive bacteria and to 
be inactive against Gram-negative organisms. 

The antibiotic was given by mouth or intravenous 
injection to 38 patients with acute anterior gonococcal 
urethritis, 5 with lymphogranuloma venereum, and 7 with 
donovanosis at the Harlem Hospital, New York. It was 
ineffective in the cases of gonorrhoea (total dosage | to 
2 g.) and of lymphogranuloma venereum (total dosage 
10 to 40 g.), but was effective in cases of donovanosis 
(total dosage 12 to 28 g.). Side-reactions were minimal, 
one case only of very mild urticaria being reported. 

Neville Mascall 


722. Agglutination of Treponema pallidum in Syphilitic 
Serums 

Cc. P. McLeop and H. J. MaGNuson. Public Health 
Reports (Publ. Hith Rep. (Wash.)] 68, 747-755, Aug., 
1953. 9 refs. 


In investigations carried out in the Venereal Disease 
Experimental Laboratory of the U.S. Public Health 
Service at the University of North Carolina the authors 
have confirmed Tani’s observation that treponemes 
killed with antiformin do not undergo spontaneous 
agglutination and are agglutinated by syphilitic sera 
(Jap. J. exper. Med., 1940, 18, 11), and have shown that 
this agglutination is enhanced by the conglutinin present 
in beef serum. Suspensions were also made of tre- 
ponemes killed by exposure to a temperature of 56° C. 
for 40 minutes, to oxophenarsine (1 in 4,000), 02% 
phenol, or to 0-1°%% formalin. No spontaneous agglu- 
tination was seen in suspensions prepared by the first two 
methods, but it occurred to some extent in phenol-killed 
suspensions, while the formalin-killed suspensions 
failed to agglutinate altogether. The treponemes were 
obtained by extraction with saline from the testes of 
rabbits infected with the Nichols strain of Treponema 
pallidum 7, 9, 11, or 13 days previously. 

When fresh beef serum was used as a source of com- 
plement in the treponemal immobilization (TPI) test, 
complete disappearance rather than immobilization of 
treponemes was found to occur, and tests for residual 
complement showed conglutination to be present. No 
immobilizing antibody could be demonstrated when 
heated beef serum was used. Quantitative tests on a 


syphilitic serum using beef and guinea-pig serum as 
sources of complement showed that the “* disappearance 
titre ’’ with the former was similar to the immobilization 
titre with the latter. Disappearance also occurred when 
the living suspension was heated to 56° C. for 40 minutes 
and the tests incubated either aerobically or anaerobi- 
cally. It was later found when washed killed suspensions 
were used that disappearance of treponemes always 
occurred with fresh beef serum, while agglutination took 
place when heated beef serum was used. When the 
serum was suitably diluted these effects were overcome, 
while sufficient conglutinin activity remained to enhance 
the agglutination of the treponemes by syphilitic sera. 
For test purposes 0-1 ml. of treponeme suspension (heat- 
killed), 0-1 ml. of fresh beef serum diluted 1 in 7, and 
0-1 ml. of the inactivated serum under test were mixed 
and shaken at 37° C. for 2 hours and the degree of agglu- 
tination read under the high power of the microscope. 
Using this technique the test showed good reproduci- 
bility. The titre of a pooled positive serum examined on 
24 occasions with 6 different suspensions varied between 
1 in 40 and 1 in 160. 

Sera from 154 presumably non-syphilitic persons were 
examined; the TPI test was negative in all cases, the 
agglutination test was negative in 150, positive in one, 
and doubtful in 3. With 12 sera from patients with 
primary syphilis the standard serum tests gave 8 positive 
and 3 negative results (1 serum was not tested), the 
TPI test gave 5 positive and 6 negative results (one serum 
showing non-specific immobilization), while the agglu- 
tination test gave 10 positive and 2 negative results. 
All three tests gave positive results with 66 sera from 
patients with secondary syphilis and with 33 sera from 
patients with latent syphilis. Quantitative tests showed 
no correlation between the titres given by the three tests, 
although in general the agglutination titres were higher 
than the immobilization titres. A. E. Wilkinson 


723. A Comparison of Results Obtained by the 
Treponema pallidum \mmobilization Test and the Kahn 
Verification Test 

E.R. HARRELL. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 37, 330-337, July, 
1953. 6 refs. 


At the University of Michigan, Ann Arbor, sera from 
48 patients with no clinical or other evidence of syphilis, 
but whose serum gave positive reactions (believed to be 
biological false positive reactions) to the standard Kahn 
test were subjected to testing by the Kahn verification 
test and the treponemal immobilization (TPI) test. 
Of the 48 patients, 20 gave positive results with the TPI 
test, and in 14 of these (70%) the result agreed with the 
verification test. In the other 28 the result was negative 
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with the TPI test and there was agreement with the 
Kahn verification test in only 18 cases (64:3%). From 
these findings it is concluded that too much reliance 
should not be placed on the Kahn verification test. 

R. R. Willcox 


724. The Clinical Value of the Treponema Immobiliza- 
tion Test in the Diagnosis and Control of Syphilis 

C. W. CuHacko. Journal of Clinical Pathology [J. clin. 
Path.] 6, 227-231, Aug., 1953. 11 refs. 


A comparison of the results of the treponemal im- 
mobilization (TPI) test with those of the Wassermann, 
Kahn, and V.D.R.L. tests was made at St. Mary’s 
Hospital Medical School, London, on 217 syphilitic 
sera and on 315 non-syphilitic sera, including serum from 
cases of leprosy, bejel, and yaws. In cases of untreated 
primary syphilis the TPI test compared poorly with 
the other tests, but in the later stages the test was highly 
efficient and proved more sensitive than the standard 
tests on serum from cases of latent syphilis, cardio- 
vascular syphilis, and neurosyphilis. The TPI test was 
also sensitive and specific in the examination of the 
cerebrospinal fluid in syphilitic cases. The test result, 
however, remains positive in syphilis even after treat- 
ment has been given (unless this was commenced in the 
primary stage), and is therefore of little value in the assess- 
ment of cure. Ina small number of specimens of serum 
from cases of yaws and of bejel the results were similar to 
those in syphilis. 

Specificity for syphilis, as shown by results with 289 
specimens of non-syphilitic serum, was greatest (99-3°%) 
with the TPI test. Among these sera were 48 specimens 
which had given false positive reactions to the standard 
tests, namely, from 24 cases of leprosy, 5 of pregnancy, 
one case each of disseminated lupus erythematosus, 
malignant lymphoma, vaccinia, subacute bacterial 
endocarditis, endometriosis, haemolytic anaemia, 
pityriasis rosea, and malaria, and 11 from patients who 
gave no history of recent illness. The only positive 
reactions to the TPI test were with sera from 2 cases of 
leprosy. It is concluded that the greatest value of the 
test appears to be in the verification of suspected 
false positive reactions obtained with the standard tests. 

V. E. Lloyd 


725. Methods for the Reactivation of Negative Fluids 
in Neurosyphilis 
J. Lopez Ipor and E. Ouivares. Journal of Nervous and 
Vental Diseases [J. nervy. ment. Dis.] 117, 329-333, April, 
1953. 6refs. 


The intrathecal administration of penicillin is known 
to produce meningeal irritation accompanied by an 
increase in the cell count and protein content of the 
cerebrospinal fluid. The authors, working at the Neuro- 
logical Clinic, Madrid University, have noted that in 
some cases the Wassermann reaction of a previously 
normal spinal fluid becomes positive after intrathecal 
injection of penicillin, and in this paper discuss the 
possibility of using this procedure to confirm the diag- 
nosis in doubtful cases of neurosyphilis. They claim 
that in 2 cases of tabes dorsalis and one of paresis the 
method was successful. It is noteworthy that in the 


case of paresis the Wassermann reaction of the blood 
was persistently negative, while in the other 2 patients, 
One an untreated case of late syphilis and the other a 
well-treated paretic, the Wassermann reaction of the 
cerebrospinal fluid remained negative after intrathecal 
penicillin, though in each case there was an appreciable 
meningeal reaction. Multiple intrathecal injections of 
5,000 to 30,000 units of penicillin each were made in 
all 3 cases. 

[The procedure described recalls the now outmoded 
and never very reliable practice of giving provocative 
injections of neoarsphenamine to doubtful Wassermann 
reactors. G. L. M. McElligott 


726. The Treatment of Neurosyphilis with Chloram- 
phenicol. (Behandeling van neurolues chloro- 
mycetine) 

A. M. PLENTER. WNederlandsch tijdschrift voor genees- 
kunde |Ned. T. Geneesk.] 97, 1528-1535, June 13, 1953. 
1 fig., 5 refs. 


A trial of chloramphenicol in the treatment of 8 cases 
of neurosyphilis, recently made at the Coolsingel Hospital, 
Rotterdam, indicated that rapid and considerable clinical 
improvement could be obtained, although reversal of 
serological test results was incomplete and impermanent. 
A safe dose was | g. 4 times daily (70 mg. per kg. body 
weight) given for about 16 days. The cerebrospinal- 
fluid content of chloramphenicol was usually found 
to be 25 to 50% of that of the blood. The passage of 
the drug through the blood brain barrier was not 
increased by the presence of meningeal inflammation. 
It is pointed out that the period of subsequent observation 
was not long enough, and the number of cases was too 
small, to permit of definite conclusions being drawn at 
present. R. Crawford 


727. The Treatment of Syphilis with a Combination of 
Penicillin and Bismuth. (Uber die einzeitige Penicillin- 
Wismut-therapie der Lues) 

F. ScHmipt-La BAuME and C. THELEN. Zeitschrift fiir 
Haut- und Geschlechtskrankheiten [Z. Haut- u. GeschlKr.] 
15, 140-146, Sept. 1, 1953. 3 figs., 47 refs. 


A new preparation, “ peniluin’’, which contains 
250,000 units of procaine penicillin combined with 50 mg. 
of bismuth in each ml. has been used at the Municipal 
Skin Clinic, Mannheim, in the treatment of 89 cases of 
early and late syphilis. Treponemes disappeared on the 
average 5-6 hours after the first injection, and the rate of 
healing and the results of serological tests were con- 
sidered satisfactory. The course consisted of 2 ml. of 
peniluin given 3 times weekly for 4 to 6 weeks. Side- 
effects were few, mainly painless local swelling at the 
site of injection. It is suggested that the course could 
be repeated 2 or 3 times at intervals of 3 to 6 months. 

[There is little evidence in this article that the com- 
bination of a drug so little effective as bismuth with the 
most effective antisyphilitic drug, penicillin, is in fact an 
advance, and from most points of view the prolongation 
of treatment for months or years instead of days or 
weeks must be regarded as a retrograde step.] 

G. W. Csonka 
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728. Breeding Media of Common Flies. I. In Urban 
Areas 

T. W. Haines. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.| 2, 933-940, 
Sept., 1953. 11 refs. 


The author has investigated the breeding places of 
domestic flies in two typical agricultural towns, each of 
approximately 15,000 inhabitants, in southern Georgia 
over a period of 12 months in 1950-1. Indoor counts 
showed that 99°, of the adult flies caught were Musca 
domestica. Refuse collection in both towns was carried 
out twice weekly with a good degree of regularity, but 
many householders kept cows, pigs, chickens, and 
other domestic animals under insanitary conditions. 
Samples of refuse were examined, and any larvae found 
were hatched out in the laboratory; 20 different types 
of refuse were tested in this way for their ability 
to serve as media. M. domestica was demonstrated to 
be capable of breeding in every one of them—a feat 
unequalled by any other species of house-fly. The 
refuse was classified in 5 principal categories: (1) animal 
pen litter, which included animal excrement and bedding; 
(2) animal wastes, including bones, domestic offal, and 
abattoir waste; (3) animal excrement, including human; 
(4) fruit and vegetable wastes; and (5) miscellaneous 
wastes. Larvae of M. domestica were found most often 
in the first three categories, but a surprisingly high per- 
centage of samples of fruit and vegetable waste were 
also found to be infested by this species, its adaptability 
and high reproduction potential being far greater than 
those of any other common species of fly. The author 
suggests that it is these same qualities which enable 
M. domestica to develop insecticide-resistance so rapidly. 
The high reproduction rate of certain other common 
flies is offset either by restriction to a narrow range of 
breeding media or by seasonal variations. 

William Hughes 


729. The Causation of Tropical Sprue. A Hypothesis 
P. MANSON-BAHR. Lancet [Lancet] 2, 389-391, Aug. 22, 
1953. 1 fig., 21 refs. 


The author’s hypothesis of the aetiology of tropical 
sprue is that it is caused by a virus of comparatively low 
virulence, like the virus of herpes, which may lie dormant 
for long periods and is ‘* aroused to activity from time 
to time by a concatenation of favourable circumstances ”’. 
The virus, it is postulated, may be widespread among the 
population of endemic areas, affecting them in a modified 
degree. It may be contained in the vesicular fluid of 
the buccal or lingual aphthae which are present at some 
time in the initial stages of tropical sprue, but are absent 
from other diseases, such as coeliac disease, which mani- 
fest many of the features of the so-called sprue syndrome. 
The virus damages especially the mucous membrane of 
the small intestine, and in its initial stages appears to 
select the fungiform papillae of the tongue. 


On the basis of this hypothesis many features of 
tropical sprue can be explained, such as the occurrence of 
the disease in limited geographical areas only, in Euro- 
peans in almost epidemic form (as happened in the last 
war), and in several members of the same household. 
Secondary features of sprue, such as diarrhoea, steator- 
rhoea, and megaloblastic anaemia, are attributed to 
lack of absorption by the small intestine and to invasion 
of the bowel by strange bacteria, and also to vitamin 
deficiency, which in turn is due to alteration in the 
intestinal flora. Diet does not appear to be a primary 
cause of tropical sprue. 

The author points out that diarrhoea or even steator- 
rhoea resembling that seen in sprue has been observed 
in patients who have had a long and intensive course of 
antibiotic treatment, the cause being apparently a 
disturbance of the intestinal flora. Both this diarrhoea 
and that of sprue respond to riboflavin and _ liver 
therapy. Intestinal thrush, which occurs in sprue, is also 
seen after antibiotic therapy. These similarities between 
sprue and prolonged treatment with antibiotics support 
the suggestion that many of the features of sprue are the 
result of an altered intestinal flora. 

[The article should be read in the original, for it is 
almost an abstract in itself. One difficulty in accepting 
the hypothesis is that the disease does not spread to other 
areas of the world where there are, presumably, large 
numbers of susceptible individuals.] 

W. H. Horner Andrews 


MALARIA 


730. Studies in Human Malaria. XXXII. The Pro- 
tective and Therapeutic Effects of Pyrimethamine (Dara- 
prim) against Chesson Strain Vivax Malaria 

G. R. Coatney, A. V. Myatt, T. HERNANDEZ, G. M. 
JEFFERY, and W. C. Cooper. American Journal of 
Tropical Medicine and Hygiene [Amer. J. trop. Med. Hyg.] 
2, 777-787, Sept., 1953. 13 refs. 


The tests of pyrimethamine here described were carried 
out on white non-immune volunteers at the Laboratory 
of Tropical Diseases, U.S. National Institutes of Health, 
Bethesda, Maryland, with the Chesson strain of Plas- 
modium vivax brought from the south Pacific area. 
Infection was by the bites of heavily infected mosquitoes 
or by the injection of infected blood. Treatment of 
attacks began on the third day of parasitaemia. 

In the first test 36 men were bitten by mosquitoes, 
and thereafter 4 of them were treated with 25 mg. of 
pyrimethamine weekly for 17 weeks (beginning on the 
day when bitten), 4 with 300 mg. of proguanil, and 4 with 
300 mg. of chloroquine, also given weekly over the same 
period; the remainder acted as controls, and developed 
malaria in 10 to 13 days. None of the treated men de- 
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veloped malaria while receiving the drugs, but those given 
proguanil developed it 10 to 17 days, and those given 
chloroquine 32 to 42 days, after stopping the treat- 
ment. One man who had received pyrimethamine 
developed malaria after 17 months, but the other 3 have 
remained free, indicating complete eradication of the 
infection. In a further trial with 8 groups of 3 men 
each, 8 weekly doses of pyrimethamine were given, 
beginning 6 days before exposure to infection. All doses 
down to and including 0-8 mg. produced complete 
suppression, but the 3 men given only 0-4 mg. developed 
parasitaemia after 10, 18, and 42 days respectively. Of 
the 6 men receiving 25 mg., 4 (including 1 of 3 who 
were bitten on three separate occasions) never developed 
malaria, indicating complete eradication of the infection; 
those receiving smaller suppressive doses developed 
malaria 10 to 52 days after the dose. 

A single dose of 25 mg. given to 3 men directly after 
being bitten by mosquitoes did not prevent ultimate 
infection, although the incubation period was prolonged 
to 72, 72, and 142 days respectively, indicating consider- 
able action on the pre-erythrocytic forms of the parasite, 
but not complete eradication. After a single dose of 
25 mg. slight antimalarial action (as indicated by pro- 
longation of the incubation period) could be traced in 
the blood for 9 to 16 days in some subjects who had 
been exposed to mosquitoes; in others who were 
inoculated with infected blood, strong antimalarial action 
was present in the blood for 3 to 17 days after this 
single dose. 

In therapeutic trials, 26 attacks of malaria were treated 
with a single dose of 25 mg. of pyrimethamine. Clinical 
improvement was evident in 24 to 36 hours, the tempera- 
ture returned to normal in | to 4 days, and parasites 
disappeared from the blood in 2 to 10 days (average 
5 days), but 13 of the patients relapsed in 15 to 55 days 
(average 42 days). Apparently relapse is more difficult 
to prevent in patients who have received large doses of 
sporozoites than in those with smaller doses. A regimen 
of 7 daily doses of 25 mg. of the drug was not more 
efficacious in producing cures than a regimen of 25 mg. 
at weekly intervals. No harmful or toxic effects were 
observed following the dosage schedules described above. 
It is concluded that the drug is remarkably active against 
malaria parasites, especially against the forms in the 
blood. Although it is not so good as chloroquine for 
the treatment of malaria, the authors conclude that “‘ it 
has many properties of an admirable suppressive agent *’. 

F. Hawking 


731. Studies in Human Malaria. XXXIII. The 
Toxicity of Pyrimethamine (Daraprim) in Man 

A. V. Myatt, T. HERNANDEZ, and G. R. COATNEY. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.| 2, 788-795, Sept., 1953. 
5 figs., 10 refs. 


A study of the toxicity of pyrimethamine in man was 
carried out at the U.S. Penitentiary, Atlanta, Georgia, 
on 12 white male volunteer prisoners weighing 59 to 
92 kg. who received 25 mg. of pyrimethamine daily for 
4° days (that is, from 0-27 to 0-43 mg. per kg. body 


weight). One man became anaemic and developed 
pallor, malaise, and weakness beginning on the 30th day 
of the test and continuing until the 60th day, 11 days 
after its termination. No symptoms occurred among 
the other volunteers, who continued regular physical 
work. In 6 subjects there was a decrease in the 
erythrocyte count, haemoglobin value, and haemocrit 
reading, which began about the 30th day but promptly 
returned to normal when treatment was discontinued ; 
the haemoglobin value fell in one of these cases to 
10-0 g. per 100 ml. on the 48th day of the test. Examina- 
tion of the sternal bone marrow showed changes of the 
megaloblastic type in the erythroid and myeloid elements 
in these 6 men; the leucocytes and other elements of the 
blood were unchanged throughout. Since the recom- 
mended dose of pyrimethamine is 25 mg. weekly and as 
this dose given daily produces only mild toxic effects, it 
is concluded that “ there is an ample margin of safety 
for the use of pyrimethamine in man”’. 
F. Hawking 


732. Studies in Human Malaria. XXXIV. Acquired 
Resistance to Pyrimethamine (Daraprim) by the Chesson 
Strain of Plasmodium vivax 

T. HERNANDEZ, A. V. Myatt, G. R. COATNEY, and 
G. M. JerFerRy. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.] 2, 797-804, 
Sept., 1953. 3 figs., 13 refs. 


Human volunteers infected with the Chesson strain of 
Plasmodium vivax were given small, gradually increasing 
doses of pyrimethamine for prolonged periods in 
order to increase its resistance. Eventually a 25-fold 
increase was produced, and this acquired resistance was 
transmissible through mosquitoes. The strain was also 
resistant to proguanil, but was normally sensitive to 
chloroquine. These results show that trophozoites 
causing human malaria can become resistant to pyri- 
methamine. But the development of resistance was 
obtained only by careful provision of the most favourable 
circumstances for its development, and the infection 
(produced by inoculation of infected blood) was easily 
sterilized by a slight increase in the dose of the drug, 
thus cutting short the development of further resistance. 
Accordingly, in the authors’ opinion, it appears doubtful 
if resistance will become a serious problem under field 
conditions. F. Hawking 


733. Experiments with Antimalarial Drugs in Man. 
I. The Protective Effect of Proguanil (‘* Paludrine ”’) 
against an East African Strain of Plasmodium falciparum 
Transmitted by Anopheles gambiae 

A. T. G. THomas, G. I. Ropertson, and D. G. Davey. 
Transactions of the Royal Society of Tropical Medicine 
and Hygiene [Trans. roy. Soc. trop. Med. Hyg.] 47, 338- 
345, July, 1953. 4 figs., 2 refs. 


The experiments here reported were undertaken in 
East Africa because there have been conflicting reports 
from this part of the world on the prophylactic value of 
proguanil against infection with Plasmodium falciparum. 
Adult native African volunteers from areas with little 
endemic malaria were selected as being likely to have 


d 
yf 
a 
a 
re) 

n 
rt 

e 
is 
g 

r 
ze 
a- 
of 

ed 
ry 
th, 
1S- 
ea. 
eS 

of 
es, 

of 
the 
ith 
me 

od 
de- 


216 TROPICAL MEDICINE 


relatively little immunity. Blood from a person infected 
with P. falciparum was inoculated into mental patients 
requiring malaria therapy, and from those whose blood 
contained a suitable number of gametocytes Anopheles 
gambiae mosquitoes were infected. 

The 35 subjects were divided into 4 groups for pro- 
phylactic treatment with proguanil as follows: (1) 5 
received O-1 g. daily; (2) 10 received 0-1 g. twice 
weekly; (3) 10 received 0-3 g. once a week; (4) 10 
received 0-3 g. once a week, the subjects in this group 
being bitten by infected mosquitoes every day, if possible, 
except that on which proguanil was given, whereas the 
remainder were bitten every day without this exception. 
The exposure to bites started on the day following that 
on which the first dose of proguanil was given and con- 
tinued for 8 weeks, treatment with proguanil being 
maintained for a further week. The subjects were then 
observed for 1 month, after which, if nothing had 
occurred, they were given a susceptibility test by exposure 
to | or 2 infected mosquitoes on 2 successive days. 
Thick blood-films were examined and the morning 
temperature taken daily throughout, and twice a day 
during the susceptibility test. 

The experiment was intended to test the action of 
proguanil against primary exo-erythrocytic forms (causal 
prophylaxis), it being considered that if its action was 
only suppressive, the doses given during the last week 
would hardly be sufficient to prevent the development of 
the infection. In all but 2 doubtful cases the drug ap- 
parently gave complete protection. The susceptibility 
test showed that one subject was completely and 3 
partially immune, while 2 could not be tested. The 
remainder apparently had no significant immunity. 

J. F. Corson 


734. Treatment of Malaria with Oral or Intravenous 
Plaquenil. A Preliminary Report 

M. T. HOEKENGA. American Journal of Tropical Medi- 
cine and Hygiene [Amer. J. trop. Med. Hyg.] 2, 805-807, 
Sept., 1953. 3 refs. 


The author has treated 82 cases of malaria in Honduras 
with * plaquenil **, one of the 4-aminoquinoline series of 
antimalarials which has been shown in animal experiments 
to be less than half as toxic as chloroquine on oral and 
parenteral administration, although absorption is rapid 
after administration by either route. Of the 82 patients 
treated, 62 were male and 20 female, their ages ranging 
from 7 to 63 years. A single dose of 1:25 g. of plaquenil 
was given by mouth to 21 patients infected with Plas- 
modium falciparum and to 47 patients infected with 
P. vivax, while a dose of 0:36 g. was injected intra- 
venously in 500 ml. normal saline in 14 cases of P. falci- 
parum infection. There was rapid clinical improvement 
in all cases; the blood was cleared of parasites within 
31 hours and the temperature fell to normal within 24 
hours in the average case. Two cases of P. falciparum 
infection did not respond to oral therapy and had to be 
re-treated [presumably by intravenous injection]. There 
has been only one apparent recurrence (which in this 
endemic area might well have been a reinfection) during 
a 6-month follow-up. Liver function tests during and 


after treatment revealed no impairment of hepatic 
function, and no toxic effects or reactions were observed. 
William Hughes 


735. Chloroquine and Chlorguanide as Suppressants of 
Malaria in Guatemala 

C. G. DosBrovoLny, W. C. WuitTE, and G. R. COATNEY. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.] 2, 808-845, Sept., 1953. 
14 figs., 18 refs. 


A detailed report is presented of a field investigation 
carried out under the auspices of the Pan American 
Sanitary Bureau into the efficacy of two antimalarials, 
chloroquine and chlorguanide (proguanil), as malaria 
suppressants in Guatemala. It includes a comprehensive 
account of the past history of malaria in this small 
Central American country, the present position as 
revealed by surveys in different localities, and the diffi- 
culties inherent in the prevention of the disease by the 
use of suppressive remedies. From the point of view of 
malaria prevention, Guatemala may be regarded as 
consisting of eastern and western coastal plains and a 
mountainous interior, The incidence of malaria is high 
in the plains, with parasite indices ranging up to 60%, 
and diminishes to zero with increasing altitude. The 
vector is Anopheles albimanus throughout the country. 

The investigation was carried out on 6 population 
groups living on or near the Pacific coast, in all of which 
the parasite index exceeded 20%. Out of 3,211 subjects 


Originally chosen for experiment, only 2,087 completed 


the course. Four of the groups received treatment 
every week, and two every 2 weeks. The standard 
adult dose was 300 mg. of chloroquine phosphate (base) 
or chlorguanide monohydrochloride (salt); the dosage 
for children was one-half to one-quarter the adult dose, 
and for infants in proportion to their weight. In each 
area both drugs were used and a placebo administered 
to controls. 

The detailed results are set out in an excellent series 
of tables and charts. In general, chloroquine proved 
more effective than chlorguanide against both Plas- 
modium falciparum and P. vivax, the parasite index falling 
from 23-1 to 5-3% in the subjects given chloroquine 
weekly and from 25-9 to 14-6°, in those given chlor- 
guanide, whereas it increased from 18-2 to 27-4°% during 
the same period in the controls. Biweekly treatment 
was less effective with both drugs. In speed of action 
chloroquine was definitely superior to chlorguanide. 
The authors found that the effect of one treatment with 
chloroquine was equivalent to that of four treatments 
with chlorguanide in clearing the blood of P. falciparum. 

[This well-documented and comprehensive paper 
should be consulted in the original by those interested 
in the detailed study of malaria incidence and prevention 
in this region.] William Hughes 


736. Treatment of Bubonic Plague with Sulfonamides 
and Antibiotics 

S. S. SokHey, P. M. WaaGie, and M. K. Hassvu. 
Bulletin of the World Health Organization [Bull. Wid 
Hith Org.] 9, 637-643, 1953. 13 refs. 
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737. The Nature and Treatment of Plummer-—Vinson 
Dysphagia 
J. A. W. BINGHAM and J. S. LoGAN. British Medical 


Journal [Brit. med. J.| 2, 650-652, Sept. 19, 1953. 3 figs., 
8 refs. 


The diagnosis of Plummer—Vinson dysphagia is dis- 
cussed, and. brief details are given of 16 cases seen at the 
Royal Victoria Hospital, Belfast, in a recent 5-year 
period. In 2 of the cases carcinoma subsequently 
developed. The authors assert that dilatation of the 
stenosis is essential, since no amount of iron will improve 
the dysphagia. [They do not mention the possibility of 
an improvement in the dysphagia by administration of 
iron before a web has become established, and one is 
dubious about the adequacy of their treatment of the 
anaemia, whether by administration of iron or the pre- 
vention of further abnormal loss of blood.] 

G. A. Smart 


STOMACH AND DUODENUM 


738. Primary Benign Peptic Ulcers of Greater Curvature 
of Stomach. Review of the Literature and Report of 
Four New Cases 

L. BAKER and F. A. Gattas. Archives of Internal 
Medicine [Arch. intern. Med.] 92, 321-332, Sept., 1953. 
5 figs., bibliography. 


The authors accept the definition of the greater 
curvature of the stomach as that shown on the antero- 
posterior x-ray silhouette of the barium-filled stomach, 
and consider that it serves no useful purpose to include 
in a discussion of ulcers of the greater curve only those 
occurring strictly within the area of origin of the omentum. 
In the past it was generally accepted that such ulcers are 
usually malignant, and up to 1935 only 10 adequately 
proved cases of benign ulcer in this site had been reported. 
Since then, however, this number has increased to 33, to 
which the present authors add 4 more cases treated at the 
Veterans Administration Hospital, Hines, Illinois, during 
the 5-year period 1947-52. Radiographs of these cases 
are reproduced, and the benign nature of the ulcer in 
each case is said to have been proved by microscopical 
examination of serial sections. 

Che 2 patients whose test-meal results are recorded had 
achlorhydria. In all 4 cases the ulcer was in the proximal 
part of the antrum, and the diameter ranged from 0-15 
to4 cm. As is common with ulcers of this type, the 
Subjects were in poor general health: 2 of them had 
carcinoma of the tongue, one of these 2 also had pul- 
moenary tuberculosis, while a third patient had mild 
congestive heart failure. It is suggested that benign 
ulcer of the greater curve is by no means so rare as has 
been supposed. 


[The literature of this subject is contradictory mainly 
for the reason that in most papers, as in this one, the 
anatomical and radiological greater curvatures are con- 
fused. None of the radiographs reproduced here were 
taken with the patient erect, which suggests that the 
radiologist had difficulty in bringing the ulcer crater even 
into partial profile. It is not the practice in Great 
Britain to report such ulcers, which are fairly common, 
as of the greater curvature. A simple ulcer of any size 
and chronicity which lies mainly across the true ana- 
tomical greater curve must be an extreme rarity.] 

Denys Jennings 


739. Post-gastrectomy Syndrome. Deviation of the 
Afferent Loop from the Gastro-intestinal Anastomosis 

J. E. ScuHorretp and P. St. G. ANDERSON. British 
Medical Journal Brit. med. J.] 2, 598-601, Sept. 12, 1953. 
2 figs., 17 refs. 


After the performance of partial gastrectomy by the 
Polya method there results, in a proportion varying from 
10 to 75% of cases, a series of symptoms, of which 
vomiting, loss of weight, sweating, and dizziness are the 
most prominent, to which the term “ dumping” has 
been applied. This has been commonly thought to be 
due to stasis in the afferent loop or to a reflux of gastric 
contents into the proximal jejunum. It does not occur 
after the Billroth-l type of operation, nor after those 
operations in which the stomach is replaced by a segment 
of colon or jejunum. To remedy dumping after the 
Polya operation a lateral anastomosis between the 
afferent and efferent loops of jejunum has been recom- 
mended, and in 6 out of 7 cases in which this was tried 
by the authors great benefit accrued, but the cure was 
still not complete. They therefore decided to eliminate 
the afferent loop by performing partial gastrectomy by 
the Polya technique combined with division of the 
jejunum and the Y-shaped anastomosis of Roux, and 
have now performed this operation. in 90 cases of duo- 
denal ulcer. 

The operation proceeds as usual until the stomach has 
been removed and the duodenum closed, but care is 
taken to ligate the left gastric artery close to its origin. 
The jejunum is then divided 18 in. (46 cm.) from its 
origin, access for the clamps being obtained through a 
bloodless window of the mesentery; the distal opening 
is closed and the proximal anastomosed to the side of 
the jejunum 12 in. (30 cm.) lower down. The portion 
of jejunum above the anastomosis is then connected to 
the stomach remnant by the Hofmeister—Polya method. 
The operation takes 20 minutes longer than the 
ordinary Polya technique. 

A follow-up of the patients so treated showed that they 
were singularly free from dumping symptoms, and in 
most cases there was no free hydrochloric acid in the 
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gastric juice 3 months after operation. One patient (one 
of the early cases) developed an anastomotic ulcer and 
died from subphrenic abscess. 

Three patients who had severe dumping symptoms 
after partial gastrectomy by the Polya method were 
completely relieved of symptoms after a Y anastomosis 
had been performed. The results obtained are con- 
sidered by the authors to justify the more extensive trial 
of this modification of an old technique. 

Zachary Cope 


740. An Evaluation of Segmental Gastric Resection for 
the Treatment of Peptic Ulcer 

L. D. MACLEAN, W. HAMILTON, and T. O. Murpuy. 
Surgery [Surgery] 34, 227-237, Aug., 1953. 2 figs., 
17 refs. 


Segmental gastric resection consists essentially in a 
very high Billroth-I gastrectomy, with conservation of a 
portion of the pyloric antrum, and a Heineke—Mikulicz 
pyloroplasty, the latter procedure being considered 
essential when the operation is performed for duo- 
denal ulcer. 

The technique described in this paper from 
the University of Minnesota Medical School, is that 
devised by Wangensteen (J. Amer. med. Ass., 1952, 149, 
18). A midline incision is continued upwards and a 
sternotomy performed which curves to the left to enter 
the fourth intercostal space. Four-fifths of the entire 
stomach, including 90°, of the acid-secreting area, is 
excised. A longitudinal duodeno-antral incision, which 
gives good visualization of the whole pyloric region, 
is then made. This incision is closed transversely in two 
layers, the duodenal ulcer being left in situ. 

The results of 90 operations are assessed, 66 of which 
were performed for duodenal ulcer, 15 for gastric ulcer, 
4 for oesophagitis and oesophageal stricture, 2 for 
stomal ulcer, and 1 each for leiomyoma, acid stricture, 
and hour-glass deformity of the stomach. The authors 
consider that the results are better than those previously 
obtained by a Billroth-II technique. Some form of early 
dumping syndrome occurred, however, in 40 (44°) of 
the cases. On the basis of a fairly strict assessment the 
results were classed as “excellent” in 25°,, “ satis- 
factory” in 66°, and “poor” in 9°%. [The length of 
follow-up is not stated.] K. Whittle Martin 


741. Clinical Tests for Liability to Postprandial Attacks 
of Palpitation and Weakness after Gastric Operation 

W. H. SMITH, R. FRASER, K. STAYNES, and J. M. WILLCOx. 
Lancet [Lancet] 2, 530-534, Sept. 12, 1953. 4 figs., 
15 refs. 


Studies were made at the Postgraduate Medical School 
of London on 26 patients 9 months after they had been 
subjected to gastrectomy. Of these patients, 9 were 
symptom-free, 7 suffered from dumping syndrome, 8 had 
attacks of hypoglycaemia, and 2 had both dumping syn- 
drome and hypoglycaemic attacks. Gastric emptying 
and intestinal activity were assessed radiologically after 
giving a standard barium meal and also after administra- 
tion of a standard barium-—glucose mixture: an oral 
glucose tolerance test was also carried out. Carbo- 


hydrate metabolism was studied by the intravenous 
glucose tolerance and insulin tests. 

It was found that gastric emptying was precipitate in 
patients liable to attacks of dumping syndrome, as 
opposed to the merely rapid emptying which occurs 
after gastrectomy in all cases. The patients with hypo- 
glycaemic attacks were distinguishable, on performing 
the intravenous insulin tolerance test, by an abnormal 
persistence of hypoglycaemia. It is suggested that this 
is probably due to functional hyperinsulinism. 

Roland N. Jones 


742. Postprandial Discomfort after Operations on the 
Stomach and its Relation to Iron Deficiency. (Die post- 
alimentaren Beschwerden des Magenoperierten und ihre 
Beziechungen zum Eisenmangel) 

D. Remy, H. and H.-A. PANTELMANN. Zeif- 
schrift fiir klinische Medizin [Z. klin. Med.] 150, 455-468, 
1953. 48 refs. 


At Hamburg University Medical Clinic, Eppendorf, 
69 patients who had undergone the Billroth-II operation 
for gastric resection were investigated with a view to 
discovering whether any relationship existed between iron 
deficiency and postprandial symptoms, the series con- 
sisting of 39 unselected cases without anaemia and 30 
cases selected because they showed evidence of iron 
deficiency. 

Early dumping symptoms were present in 10 patients 
(14-5%), but only 2 of these were among the 10 patients 
showing rapid emptying of the gastric remnant. Late 
hypoglycaemic symptoms occurred in 5 patients, none of 
whom, however, suffered from the dumping syndrome. 
It was concluded that postprandial disturbances were no 
more common in the iron-deficient patients than in the 
others. 

[The series, however, is too small for any significant 
conclusions to be drawn.] B. Nordin 


743. Gastro-oesophageal Regurgitation and Ogso- 
phageal Hiatus Hernia, with Special Reference to the 
Differential Diagnosis of Angina Pectoris 

B. DONNELLY. British Journal of Radiology (Brit. J. 
Radiol.] 26, 441-454, Sept., 1953. 7 figs., 16 refs. 


In this paper, which is the Barclay Prize Essay for 
1953, the author advances theories about the mechanism 
of belching, excess of which, he suggests, is responsible 
for breakdown of the supporting structures behind the 
lower end of the oesophagus, resulting in incompetence 
of the oesophago-gastric (‘‘ hiatal ’’) valve, oesophageal 
reflux, and eventually in hiatus hernia. Eleven cases of 
reflux oesophagitis are described which illustrate some of 
the points made. 

[There is in this paper a great deal of speculation, much 
of it attractive, concerning the aetiology of hiatus hernia, 
and some of this is supported by fluoroscopic observa- 
tions. However, many statements as of fact, though 
plausible, are neither as yet generally accepted nor sup- 
ported by evidence. On the other hand many stimu- 
lating ideas are expressed which cannot be abstracted 
with justice, but will reward study in the original.] 

H. Daintree Johnson 
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GALL-BLADDER 


744. Antibiotics in Diseases of the Biliary Tract 

J. ZAsLow. Journal of the American Medical Association 
[J. Amer. med. Ass.| 152, 1683-1686, Aug. 29, 1953. 
11 refs. 


An attempt was made at the Albert Einstein Medical 
Center, Philadelphia, to evaluate the effect of antibiotic 
therapy on infections of the biliary passages in a series 
of 171 cases in which a diagnosis of acute cholecystitis 
was proved by operation within 14 days of admission to 
hospital. All these patients were treated with intra- 
venous feeding, drugs to relieve pain, and gastric suction 
if vomiting or belching was severe, but in alternate cases 
an antibiotic was also given; the treated group totalled 
85 cases, while the control group totalled 86. There 
were mild symptoms with no rise of temperature or leu- 
cocyte count in 109 cases, and no difference in clinical 
course was noted between the cases of this type in 
the two groups. The remaining 62 patients had severe 
systemic symptoms, with pyrexia and leucocytosis, and 
whereas the 31 treated without antibiotics were slow in 
recovering and 5 became worse (being then given an anti- 
biotic), those treated with antibiotics improved, often 
dramatically. However, where a mass was palpable in 
the right upper quadrant of the abdomen, its subsidence 
was equally slow in both groups. Only 2 cases in the 
whole series failed to respond to antibiotic treatment and 
required urgent surgery. Empyema of the gall-bladder 
occurred with equal frequency in the two groups (16%). 
Local perforation and dense adhesions occurred in 27% 
of all cases; the extent and severity of the local process 
could not be predicted from the clinical picture. 

A similar investigation was carried out in 84 cases of 
common-duct obstruction and cholangitis. Those with- 
out clinical manifestations of infection did not respond 
to antibiotic therapy. Of the 58 with clinical evidence 
of cholangitis, only 2 out of 29 failed to respond to 
antibiotic treatment, while half of the group not given 
antibiotics deteriorated. Operation was performed as 
soon as clinical evidence of infection had subsided, and 
85°, of both groups were found to have positive bile 
cultures. 

[The author does not specify the antibiotics used apart 
from stating that they had a “* wide spectrum ”’.] 

A. G. Parks 


745. Carcinoma of the Gall-bladder. 
Study 

L. Cooke, F. Avery Jones, and M. K. KEECH. 
[Lancet] 2, 585-587, Sept. 19, 1953. 15 refs. 


Carcinoma of the gall-bladder accounts for under 1% 
of all deaths from cancer in Great Britain. Gall-stones 
are found in a high proportion of patients with carcinoma 
of the gall-bladder. Carcinoma of the gall-bladder was 
found at necropsy in 3% of 231 patients in whom gall- 
stones were present. Among patients in whom a gall- 
Stone was found at necropsy, 12% had died of complica- 
tions arising from the gall-stone. The risk of carcinoma 
IS not sufficient justification for advising cholecystectomy 
for symptomless gall-stones.—[Authors” summary.] 


Statistical 


Lancet 


PANCREAS 


746. Acute Postoperative Pancreatitis 

J. E. Dunpuy, J. R. Brooks, and F. AcHrRoyp. New 
England Journal of Medicine [New Engl. J. Med.| 248, 
445-451, March 12, 1953. 1 fig., 16 refs. 

Fewer than 50 cases of acute pancreatitis as a compli- 
cation of abdominal operation have been reported in 
the literature since 1940. In this paper from the Peter 
Bent Brigham Hospital and Harvard Medical School, 
Boston, the authors describe 8 cases seen over a 2-year 
period in which acute pancreatitis developed shortly 
after an abdominal operation, in most cases after an 
operation on the biliary tract or in the pyloric region. 
Operative trauma, interference with the pancreatic blood 
supply, and increased viscosity of the pancreatic juice 
are thought to be possible aetiological factors, but no 
definite conclusions are reached. J. Marshall Pullan 


747. Studies in Pancreatic Function. V. The Use of 
the Secretin Test in the Diagnosis of Pancreatitis and in 
the Demonstration of Pancreatic Insufficiencies in Gastro- 
intestinal Disorders 

D. A. DREILING. Gastroenterology [Gastroenterology] 
24, 540-555, Aug., 1953. 45 refs. 

The use and limitations of the secretin test in the 
diagnosis of pancreatitis are discussed, and the results 
of 900 tests on 119 patients with pancreatitis and 157 
with other gastro-intestinal conditions at the Mount 
Sinai Hospital, New York, are reported. The secretin 
test was carried out after gastro-duodenal intubation and 
after a control period of 20 minutes during which gastric 
and duodenal secretions were collected. An intravenous 
injection of 1 clinical unit of secretin per kg. body weight 
was then given and further specimens were collected for 
four successive 20-minute periods. The total volume, 
bicarbonate concentration, and amylase content of the 
secreted juice were then determined. The normal values, 
calculated statistically from the findings in 172 patients 
without pancreatic disease (Gastroenterology, 1950, 15, 
620), were found to be 2 ml. or more per kg. body 
weight (mean 3-2) for volume, 90 mEq. or more per 
litre (mean 108) for bicarbonate content, and 6 units 
or more per kg. body weight (mean 14-2) for amylase 
content. Neither trypsin nor lipase was studied. 

In 48 patients with acute pancreatitis the average 
volume was 2-6 ml. per kg., the bicarbonate content 
97 mEq. per litre, and amylase content 12-2 units per kg. 
Thus each of these values was reduced, but was still above 
the lower limit of normal. In 71 patients with chronic 
pancreatitis the volume averaged 2:2 ml. per kg. body 
weight, the bicarbonate content 51 mEq. per litre, and 
amylase content 6-6 units per kg. In these cases there 
was a marked depression of bicarbonate secretion, but 
relatively little change in volume or in enzyme concentra- 
tion. With a few exceptions no abnormality of pan- 
creatic secretion was found in 34 cases of simple diar- 
rhoea, 51 of steatorrhoea, 22 of inflammatory disease of 
the small intestine, and 50 of gastric or duodenal ulcer; 
in the exceptions pancreatic lesions were subsequently 
found to be present. A. C. Frazer 
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Cardiovascular System 


748. A Comparison of Direct and Indirect Blood- 
pressure Determinations 

L. N. Roperts, J. R. Smitty, and G. W. MANNING. 
Circulation (Circulation (N.Y.)| 8, 232-242, Aug., 1953. 
2 figs., 4 refs. 


Should the diastolic blood-pressure reading be made 
at the moment of disappearance or of muffling of the 
arterial sounds? In an attempt to answer this question 
the authors, working at the Victoria and Westminster 
Hospitals, London, Ontario, compared the blood- 
pressure readings obtained on 50 patients by the 
ordinary sphygmomanometer method with the direct 
intra-arterial pressure as recorded by an electromano- 
meter and a strain-gauge manometer. In measuring 
the blood pressure by the cuff-and-stethoscope method, 
the manometer reading was observed at two different 
moments, one at the muffling of the sounds (Korotkow’s 
4th phase), the other at their disappearance (Sth phase). 
In the direct method a needle was introduced into the 
brachial artery and connected through a three-way tap 
to each of the two manometers in turn. 

The highest systolic readings were recorded by the 
electromanometer, these being 12 mm. Hg higher than 
the sphygmomanometer readings and 8 mm. higher than 
those on the strain-gauge manometer. The diastolic 
readings by both direct methods were almost identical 
and were 3 mm. Hg lower than the sphygmomanometer 
readings taken at the 4th phase, and 7 mm. Hg higher 
than those taken at the 5th phase. 

In a further study the blood pressure of 15 healthy 
young nurses was measured before and after exercise, 
each observation being made by 3 different physicians. 
It was found that the reading made at the 4th phase 
(muffling) fluctuated much less after exercise than that 
at the Sth phase (disappearance). It is concluded that 
measurements recorded at the moment of muffling of the 
Korotkow sounds is a more accurate index of the 
diastolic pressure than those made at their disappearance. 

C. W. C. Bain 


749. The Relation between the Mean Pulmonary Arterial 
Pressure and Right Ventricular Hypertrophy, Electrical 
and Anatomical, in Disease of the Left, Right, and Both 
Sides of the Heart. (La relation entre la pression 
artérielle pulmonaire moyenne et Il‘hypertrophie ventri- 
culaire droite électrique et anatomique dans les cardio- 
pathies droites, gauches et mixtes) 

W. Scuweizer, J. HELLER, and J. LENEGRE. Cardio- 
logia [Cardiologia ( Basel)| 23, 1-20, 1953. 6 figs., 7 refs. 


At the Hépital Boucicaut, Paris, 213 cases of heart 
disease were investigated. These consisted of 79 cases 
of pure mitral stenosis, 18 cases of chronic pulmonary 
disease, 55 of pulmonary heart disease, 13 of aortic 
valvular disease, and 48 cases of mitral or mixed mitral 
and aortic lesions. The degree of pulmonary hyper- 


tension in these cases was compared with the electro- 
cardiographic findings, and in 29 cases with the post- 
mortem findings. The cause of the electrocardiographic 
signs and pathological changes, when present, appeared 
to be the pulmonary hypertension. 

Evidence of right ventricular hypertrophy was found 
in the electrocardiographic tracings of patients with 
mitral stenosis, and was confirmed in those cases which 
came to necropsy. Signs of right-sided hypertrophy 
were found in only half the patients with pulmonary heart 
disease, although in all cases examined post mortem 
there was evidence of the condition. If the particular 
lesion present caused left ventricular failure, then the 
electrocardiographic signs of right heart failure were 
obscured. H. E. Holling 


750. The Heart in I'3!-Induced Myxedema. Com- 
parison of the Roentgenographic and Electrocardiographic 
Findings before and after the Induction of Myxedema 

G. S. KURLAND, R. E. SCHNECKLOTH, and A. S. FREED- 
BERG. New England Journal of Medicine [New Engl. J. 
Med.] 249, 215-222, Aug. 6, 1953. 3 figs., 17 refs. 


Studies of the cardiovascular system were carried out 
at Beth Israel Hospital (Harvard University), Boston, on 
27 patients with intractable angina pectoris or congestive 
heart failure who were being treated by the induction of 
myxoedema by means of the administration of radio- 
active iodine (1311). Radiological examination to detect 
any change in the size and shape of the heart showed 
that in most cases no increase in heart size occurred with 
the development of myxoedema, but in some cases it 
supervened concomitantly with an exacerbation of the 
angina pectoris or congestive failure. A study of the 
electrocardiogram in 28 cases showed that the develop- 
ment of myxoedema was associated with diminished 
electrical voltage, flattening of the T waves, and a slight 
decrease in the Q-T interval. Small doses of thyroid 
extract led to a regression of these changes. It is con- 
cluded that the characteristic symptoms and marked 
electrocardiographic ‘and radiological changes associated 
with ** myxoedema heart * do not occur in !31]-induced 
myxoedema. C. Bruce Perry 


751. Transplantation of the Heart. 
cepaua) 

N. P. SinitsyN. Meduyuna [Klin. Med. 
(Mosk.)] 31, 5-14, July, 1953. 5 figs., 14 refs. 


In spite of long-continued experiment the problem of 
transplanting whole organs of the body still remains far 
from solution. Few successful examples of homotrans- 
plants exist; Finkler in 1921 transplanted the heads of 
certain insects, and Sinitsyn in 1939 transplanted the 
heart in certain tailless amphibians. In mammals 
examples are even rarer. Bogoraz once transplanted a 
thyroid gland, Krimskaya and Lopirin have successfully 
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grafted ovaries into rabbits, Filatov in 1938 grafted 
the cornea while Michelson in the same year grafted 
cartilage. Any organ surviving ‘transplantation. must 
inevitably sustain great change in its functional state; 
firstly, through the temporary lack of nervous relations 
with the recipient organism; secondly, through the 
change in working conditions presented to it in the new 
environment; and thirdly, owing to biochemical anta- 
gonisms between the tissues of the recipient and the 
transplant. Very little is required to upset the balance. 

These three problems have been carefully studied and 
assessed by the author in frogs and dogs, and in the case 
of the heart the contractile function was studied in relation 
to the blood pressure, heart rate, and electrocardiographic 
findings observed before and after the operation. In 
frogs the blood pressure and heart rate normally vary 
considerably with the surrounding temperature, light 
intensity, and season of the year: for example, in winter 
the blood pressure is only 5 to 10 mm. Hg as against 
35 to 45 mm. at other seasons. Thus the hibernating 
frog is an excellent subject for experimental transplanta- 
tion, since conditions such as rate and pressure are more 
stable. Both heart rate and blood pressure in the intact 
frog are more labile than in the successfully operated 
animal at first, but after 3 months the latter shows a 
response to external stimuli as great as in the unoperated 
frog. Electrocardiograms of the transplanted frog heart 
over a period of 3 months from the time of operation 
showed a great prolongation of the P-R and S-T 
intervals at first, and the P wave became bifid owing to 
the retention at operation of the sinus node of the 
recipient’s heart. If this organ was removed, the P wave 
was not split. The normal S wave disappeared until the 
end of the first month. The T wave was increased to 
5 to 6 times its normal height and sometimes became 
diphasic, returning to normal shape and dimensions only 
after 3 months, by which time the blood pressure, 
rhythm, and electrocardiographic picture were in- 
distinguishable from those of the normal frog’s heart. 
Histological examination showed that the post-ganglionic 
fibres degenerate in about 48 days, but towards the end 
of the 2nd month regenerative processes appear, and 
after 3 months are complete. 

At first 75 to 80°, of the operated frogs died, but by 
first subjecting them to low temperatures (6° C.) the 
mortality rate was reduced to 25°%. The author explains 
this by assuming a balance to exist between what he 
calls regenerative potential’ and “individual dif- 
ferentiation’. The former is the innate capacity of the 
transplanted heart to recover from the severance of its 
neural and vascular connexions and to survive in the new 
organism; the latter is the tendency of two separate 
Organisms to resist each other by biological antagonists 
arising from the tissues of one or both of them, such as 
the development of antibodies. Cold is a factor which 
lowers the latter and affects the former but little, and 
thus enables the transplant to survive long enough to 
become integrated in the recipient’s organism. 

Extending his researches to transplantation of hearts 
in warm-blooded animals (dogs), the author performed 
the operation in three stages. (1) Anastomosis of the 
recipient’s arteries to the new heart, which was placed 


in the neck, the thorax, or the loin. At these sites the 
coronary vessels of the new heart were connected to the 
carotid artery and jugular vein, the bronchial vessels, 
and the renal vessels respectively. By this procedure, the 
new heart was supplied with blood from the recipient’s 
heart, while not taking part in the general circulation. 
(2) Inclusion of the right side of the heart in the greater 
circulation, with collateral nutrition from the recipient’s 
heart. (3) Inclusion of both sides of the heart in the 
greater circulation of the recipient. In the present com- 
munication, only the first of these stages is described 
[possibly because no dogs (or at least no transplants) 
appear to have survived for more than 30 days]. While 
the dog remained anaesthetized, the rhythm of the trans- 
plant, after some minutes of ventricular fibrillation, soon 
synchronized with that of the recipient’s own heart, but 
as soon as the dog recovered consciousness a progressive 
dissociation developed between these two rhythms owing 
to vagus action slowing the dog’s own heart. For 2 or 
3 days, the electrocardiograms of the two hearts remained 
much the same, but on the third day the T wave of the 
transplanted heart increased, the R wave widened, 
A-V block developed, and the contractions gradually 
weakened. 

Animals with two hearts—* humoral” and neuro- 
humoral ’’—make excellent subjects for the relative 
analysis of central and peripheral action of cardiac drugs 
in One organism, as also for the study of the relation of 
heart volume to contractile function. The author is 
now working on the full substitution of the transplanted 
for the original heart. He finds that under pathological 
conditions heart volume and contractile force do not 
run parallel as in normal hearts. The effect of the 
artificial production of coronary occlusion (by injection 
into the coronary artery of semi-liquid paraffin) can be 
observed visually by inserting plaques of ‘ organic 
glass ~ between the transplanted heart and the overlying 
skin. L. Firman-Edwards 


752. Parasystole 


A. Pick. Circulation [Circulation (N.Y.)] 8, 243-252, 
Aug., 1953. 5 figs., 48 refs. 


The mechanism of parasystole is discussed in this paper 
from the Michael Reese Hospital, Chicago. Parasystole 
is the term used to describe ectopic beats, arising usually 
in the ventricle, which are related to each other in time 
and so are assumed to be due to the rhythmic discharge 
of a centre with a slower rate of impulse formation than 
the sinus node. Careful measurement will show that 
the time intervals of all the ectopic beats have a common 
denominator. Fusion beats occur when the discharges 
of the two centres are almost synchronous. Two electro- 
cardiograms are reproduced showing ectopic beats with 
a normal QRS complex and left bundle-branch block. 
It is suggested that the focus is in the septum below the 
diseased area, and that it is protected from being dis- 
charged by the sinus impulses by a unidirectional block. 
Another tracing shows a focus in the A-V node which 
is protected from impulses arising both above and below 
it, and yet can transmit in either direction except during 
the refractory period. Still another tracing shows, 
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among other things, re-entry of an impulse arising in an 
ectopic focus in the ventricle via the A-V node back into 
the ventricle, giving rise to a normal complex. 

[These somewhat recondite analyses, though doubtless 
affording satisfaction to the cardiographer, have no 
bearing on the management of the patient.] 

C. W. C. Bain 


DIAGNOSTIC METHODS 


753. The Relative Diagnostic Value of Various Chest 
Leads in Electrocardiography. (K Bonpocy o cpaBHu- 
TesIbHOH WeEHHOCTH pa3NH4HbIX 
THNOB OTBeEMeEHHH 
(Coo6ueHHe BTOpoe) 

Y. I. Rupyakov. Meduyuna [Klin. 
Med. (Mosk.)| 31, 60-68, July, 1953. 4 figs., 3 refs. 


In his previous work on electrocardiography the author 
showed the diagnostic superiority of the CF leads over 
the CR series, especially in the investigation of coronary 
disease. He has now been studying the relative value of 
the CF and V leads. Theoretical considerations have 
for some time favoured the unipolar lead, but in practice 
the results have been disappointing. Many cases of 
clinically suspected chronic coronary insufficiency show 
typical records with CF leads, while those of the V leads 
fail to conform to the accepted pattern. Only when the 
electrical axis of the heart is vertical are the changes in 
CF leads liable to be misleading, a fact which can be 
recognized from the standard leads. In such cases, 
deviations of CF leads can be taken into consideration 
only when clinical evidence favours the diagnosis of 
coronary insufficiency. 

The present investigation was made in 37 cases pre- 
senting clinical evidence of myocardial infarction which 
in many cases was confirmed at necropsy. Of these, 
22 were cases of infarction of the anterior or of the 
antero-lateral walls of the left ventricle, and 15 of in- 
farction of the posterior wall. Several examples are 
given of each of these three groups, in which recordings 
from limb leads, CF leads, and V leads made at various 
periods show that in the first two groups the CF leads 
are more sensitive and reliable, whereas in posterior 
infarctions the V leads are preferable, the CF leads often 
failing to reveal the infarct although its presence was 
indicated by Q waves in Leads II and III. 

Of the 37 cases, 6 gave a typical record in CF leads 
but no indication of coronary disturbance in V leads: 
in 7 the changes were more definite in the CF leads; 
in 10 they were equal in both leads; while in 14 no 
changes were detected in either type of lead. 

L. Firman-Edwards 


754. Analysis of the Radiocardiogram in Heart Failure 
R. A. Suipcey, R. E. Clark, D. Liepowitz, and J. S. 
KROHMER. Circulation Research [Circul. Res.] 1, 428- 
438, Sept., 1953. 8 figs., 13 refs. 

This study was carried out at the Crile Veterans Ad- 
ministration Hospital and Western Reserve University, 
Cleveland, Ohio, to determine whether characteristic 


changes occur in the radiocardiogram in heart failure 
and, if so, whether these changes can be interpreted in 
terms of the physiological alterations which accompany 
cardiac decompensation. The method used was that 
described by Prinzmetal ef al. (J. Amer. Med. Ass., 1949, 
139, 617: Abstracts of World Medicine, 1949, 6, 571) 
and the isotope was radioactive iodine (1311) in albumin. 

Satisfactory radiocardiograms were obtained in a 
number [unstated] of control subjects and of patients in 
heart failure by the use of a scintillation counter, the 
dose of 131] being as low as 4 microcuries. 13!I was 
used because of its longer half-life, its greater ease of 
transport, and its availability to more laboratories 
than radioactive sodium. Such radiocardiograms show 
a double-peaked curve, the first peak being derived from 
the chambers of the right heart and the second from 
the left heart. The interval between the two peaks 
averaged 5-8 seconds in normal subjects and 12-3 seconds 
in patients with heart failure and decompensation. 
It is suggested that this consistent prolongation of 
peak-to-peak time in minimal cardiac decompensation 
might be a more reliable diagnostic procedure than 
the clinical estimation of circulation time. In 3 pa- 
tients with emphysema the peak-to-peak time was well 
within the normal range. 

The authors conclude that although the prolongation 
of peak-to-peak time in decompensation is probably in 
large part due to reduced cardiac output, cardiac dilata- 
tion may “contribute significantly’. Radiocardio- 
graphy does not permit of a reliable direct estimation of 
cardiac output, the chief source of error lying in the 
variable contribution of surrounding extracardiac tissue 
to the total activity which is recorded. 

William A. R. Thomson 


HEART FAILURE 


755. Thromboembolic Complications during Intensive 
Treatment of Cardiac Decompensation. (Om _ trombo- 
emboliske komplikationer ved hurtig afvanding af de- 
compenserede hjertepatienter) 

J. GorMSEN. Ugeskrift for Lager (Ugeskr. Lag.| 115, 
1395-1401, Sept. 17, 1953. 17 refs. 


The author has analysed the case records of patients 
with heart failure under treatment in two different 
Danish hospitals to discover whether more intensive 
cardiac therapy was associated with a higher incidence 
of thrombo-embolic catastrophes. The series from one 
hospital consisted of 116 patients who were given stro- 
phanthin-G (ouabain) and mercurial diuretics, and the 
series from the other of 99 patients who were treated 
conservatively, 75 of them by the oral administration of 
digitalis and the remainder by intravenous injection of 
diuretics. The groups were considered to be com- 
parable, although the first contained a higher proportion 
of elderly patients. 

In the first group of 116 cases, thrombo-embolic 
episodes occurred in 47 cases, causing 21 deaths; in 
the second group of 99, there were 7 such episodes, all of 
which were fatal. The over-all mortality was 31% in 
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the first group and 24°% in the second. The author 
suggests that intensive therapy in heart failure may 
increase the danger of thrombosis and embolism, point- 
ing Out that it has been shown that rapid diuresis raises 
blood viscosity, and that digitalis and mercurial diuretics 
are known to shorten the clotting time of the blood. 

B. Nordin 


756. The Effect of Noradrenaline-induced Systemic 
Vasoconstriction on the Formation of Pulmonary Oedema 
P. I. Korner. Australian Journal of Experimental 
Biology and Medical Science {Aust. J. exp. Biol. med. Sci.} 
31, 405-423, Aug., 1953. 5 figs., 31 refs. 


The part played by systemic vasoconstriction in the 
absence of cardiac failure in the production of pulmonary 
oedema was studied experimentally at Sydney Hospital, 
Sydney. It was found that the liability of rabbits 
to develop pulmonary oedema after being transfused 
with Ringer—Locke solution was considerably increased 
by the addition to the infusion of noradrenaline at the 
rate of 0-3 ug. per kg. body weight per minute. The 
addition of noradrenaline resulted in an increase in the 
pulmonary blood volume, a rise in systemic blood 
pressure and in venous pressure, and bradycardia; the 
cardiac output, however, was unchanged. Atropiniza- 
tion abolished the bradycardia but did not diminish the 
susceptibility to pulmonary oedema. 

The author suggests that this vasomotor redistribution 
of blood to the lungs is not secondary to cardiac failure, 
because cardiac output remained proportional to venous 
pressure throughout, and bleeding the animals, though 
it reduced arterial pressure, did not prevent pulmonary 
oedema. Larger doses of noradrenaline did not produce 
pulmonary oedema but caused massive serous effusion. 
Small doses resulted in an increased excretion of urine, 
possibly due to efferent glomerular arteriolar constric- 
tion. J. Naish 


757. A Study of the Distribution of Water in 26 Cases 
of Severe Heart Failure. (Etude de la répartition de l’eau 
dans 26 cas de grande insuffisance cardiaque. Déduc- 
tions thérapeutiques) 

R. Tricot, P. VERNANT, P. Meupic, and R. Prost. 
Archives des maladies du ceur et des vaisseaux {Arch. 
Mal. Ceur] 46, 710-727, Aug., 1953. 1 fig., 14 refs. 


The authors have studied 26 cases of cardiac failure 
of varied aetiology at the Hépital Lariboisiére, Paris, in 
an attempt to elucidate anomalies in fluid distribution 
and in the response to treatment in such cases. Investi- 
gations included clinical observation, biochemical studies 
of the blood with parallel examinations of the oedema- 
tous fluid, electrolyte- and fluid-balance measurements, 
and estimations of extracellular fluid volume, osmotic 
pressure, and total blood volume. No correlation was 
found between clinical oedema and blood volume, venous 
pressure, extracellular fluid volume, or osmotic pressure, 
the best guide to the volume of oedematous fluid being 
the patient’s weight. The osmotic pressure of the extra- 
cellular fluid (estimated by the cryoscopic method) was 
normal in about half the cases and grossly raised or 
lowered in the others. In most of the cases the blood 


volume and electrolyte levels approximated to normal 
values. The chief electrolyte values in the oedema fluid 
varied little from those in the blood. 

Several clinical types of heart failure were differentiated, 
as follows. (1) The common form, with oedema, 
effusions, and no dehydration, responded well to digitalis, 
salt restriction, and the administration of diuretics unless 
there was gross myocardial damage or an endocrine cause 
for water imbalance. (2) Forms with cellular hyper- 
hydration were seen after prolonged water- and salt- 
depletion therapy. In such cases diuresis. diminishes, 
oedema increases, and anorexia, nausea, vomiting, 
cramps, headaches, behaviour changes, convulsions, 
hypothermia, papilloedema, and disturbances in the 
electrocardiogram may occur. Out of 3 such patients 
seen, one died in coma but the 2 others improved after 
administration of salt and the intravenous injection of 
hypertonic glucose respectively. (3) Forms with cellular 
dehydration. These are commonly the result of water 
restriction without salt restriction. There is intolerable 
thirst, dryness of the skin and mucous membranes, 
cramps, Cheyne-Stokes respiration, and eventually a 
picture of uraemic coma. These patients were treated 
by being given water to drink or by the intravenous 
infusion of hypotonic glucose. The majority of patients 
with cardiac failure have a raised blood volume. In this 
series, however, 2 patients who had had prolonged severe 
depletive therapy had a lowered blood volume; both had 
cellular hyperhydration. One was treated by plasma 
transfusion and made a rapid recovery. 

{It is interesting to compare this paper with the three 
papers on the same subject by Elkinton et al. (Circulation, 
1951, 4, 679, 697, and 868; Abstracts of World Medicine, 
1952, 11, 159, 160, and 263).] D. Goldman 


See also Pharmacology, Abstract 679 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


758. Ethaverine in the Treatment of Angina Pectoris 

C. M. Voy es, H. A. SreBerR, and E. S. ORGAIN. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
153, 12-14, Sept. 5, 1953. 11 refs. 


It has been shown that “ ethaverine”’, theethyl analogue 
of papaverine, acts as a potent coronary vasodilator in 
rabbits. At Duke University Hospital, Durham, N. 
Carolina, 22 patients suffering from angina of effort 
received ethaverine in a dose of 100 mg. four times a day 
for one week followed by a placebo, similar in appear- 
ance, for one week, for a total treatment period of 12 
weeks (6 weeks with each preparation). The effect of 
treatment was judged from the number of attacks of 
cardiac pain daily, the number of nitroglycerin tablets 
required, and the patient’s own impression each evening 
of whether he had had a “ good ” or ** bad ”’ day relative 
to his previous experience. No significant difference 
between the effects of ethaverine and of the placebo was 
observed, all the patients appearing to benefit from both 
preparations. The authors consider that the spontan- 
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eous improvement seen in patients with angina pectoris 
is often incorrectly attributed to the action of the drug 
which is being administered at the time. 

[The method of assessing the results is open to question. 
It is conceivable that a coronary vasodilator drug might 
exert a beneficial effect on patients with angina for a 
short period after administration had been discontinued. 
In the present trial any such hypothetical benefit would 
be incorrectly credited to the placebo. Such an effect 
might possibly help to explain the considerable improve- 
ment shown by patients while receiving the placebo. On 
the other hand, by analogy with papaverine, the dose of 
ethaverine was surely too small.]} Bernard Isaacs 


759. Diagnosis of Cardiac Infarction 
R. S. Stevens. British Medical Journal (Brit. med. J.] 
2, 9-12, July 4, 1953. 47 refs. 


At the Royal Sussex County Hospital, Brighton, 250 
consecutive cases in which there was cardiographic or 
post-mortem evidence of cardiac infarction were analysed 
with a view to assessing the accuracy of diagnosis. In 
156 cases cardiac infarction was diagnosed within 7 days 
of the attack; in the remaining cases the diagnosis was 
not reached until later. 

Factors contributing to the delay in diagnosis included: 
(1) absence of pain; (2) pain of short duration or mainly 
on effort: (3) absence of such symptoms as nausea, 
vomiting, collapse, and giddiness. The author considers 
that fever is the most useful, but the most neglected, 
diagnostic sign, and that too much reliance is placed on 
the presence or absence of pericardial friction. The 
high incidence of angina after infarction in the “* missed ” 
cases is attributed to inadequate rest. 

J. W. Litchfield 


760. The Early Complications of Cardiac Infarction 
H.E.S. Pearson. British Medical Journal (Brit. med. J.) 
2, 4-9, July 4, 1953. 31 refs. 


The complications observed in a series of 567 cases of 
cardiac infarction at the Whittington Hospital, London, 
during a recent 4-year period are discussed. The average 
age of the patients (370 males and 197 females) was 
64-5 years. Deaths numbered 212 (37:-4%). Treatment 
included administration of morphine intravenously, intra- 
arterial or intravenous infusion of saline or plasma, and, 
in 406 cases, administration of anticoagulants (heparin 
with dicoumarol or ethyl biscoumacetate). Prothrombin 
time was estimated by Toohey’s method, a prothrombin 
time ratio (P.T.R.) to that of a normal control between 
1-5:1 and 2-5:1 or in some cases 2:1 and 3:1 being 
aimed at. 

Ventricular rupture was rare, occurring in 14 cases 
only, in 11 of which blood had dissected a passage 
through necrotic muscle; this form of rupture usually 
occurred in the first week. In 3 cases there was rupture 
of a thinned ventricular wall. Gross changes in the 


electrocardiogram and a high leucocytosis were observed 
in all these cases, the chief predisposing factor being 
inadequacy of the unoccluded arteries. 

There was a marked reduction in thrombo-embolic 
complications in the patients receiving anticoagulants 


{but the untreated cases did not form a comparable series]. 
Haemorrhage occurred in both groups, but was more 
frequently observed in cases in which the P.T.R. was 
adequate. Haemorrhage was serious in only 2 of the 
patients receiving anticoagulants. In one case haemor- 
rhage into the infarct may have started a dissection 
leading to rupture, and in 3 (including 2 in which di- 
coumarol was given) haemorrhagic pericardial effusions 
developed. Gangrene of the limbs in 9 cases was 
attributed to embolism, thrombosis, or, in 5 cases, to 
severe and prolonged vascular spasm. [The evidence 
for this conclusion is not presented. ] 

Disturbances of rhythm, which were usually observed 
in severe cases, were: auricular fibrillation (61 cases, 26 
deaths), auricular flutter (7 cases, 4 deaths), supra- 
ventricular tachycardia (6 cases, 2 deaths), ventricular 
tachycardia (7 cases, 4 deaths), heart block of varying 
degree (20 cases, 11 deaths), multiple ectopic beats (78 
cases, 33 deaths), and nodal rhythm (6 cases, 5 deaths). 
Widespread pericarditis was a complication in 12 cases: 
in 9 (8 deaths) the pericarditis was of the fibrinous type, 
while in 3 haemorrhagic effusion occurred. In all the 
fatal cases there was severe general coronary atheroma. 

Respiratory infecticns of significant gravity were pre- 
sent in 97 cases, bronchopneumonia being frequently 
responsible for unexpected deterioration without pyrexia. 
The author emphasizes the importance of early ad- 
ministration of antibiotics. Other complications in- 
cluded psychoses and anxiety states, thyrotoxicosis, 
urinary infections, and uraemia. J. W. Litchfield 


CHRONIC VALVULAR DISEASE 


761. Pulmonary Function in Rheumatic Heart Disease 
and its Relation to Exertional Dyspnea in Ambulatory 
Patients 

J. R. West, H. A. Buitss, J. A. Woop, and D. W. 
RICHARDS. Circulation [Circulation (N.Y.)| 8, 178-187, 
Aug., 1953. 3 figs., 28 refs. 


Pulmonary and cardiocirculatory function was studied 
in 21 patients with rheumatic heart disease at the Pres- 
byterian Hospital (Columbia University), New York, 
particularly with a view to determining the cause of 
dyspnoea on exertion. In 18 of the patients (Group 1) 
there was no evidence of any disease of the lungs; in the 
remaining 3 (Group 2) there was definite clinical evidence 
of intrinsic pulmonary disease. 

The pattern of pulmonary function in Group 1 showed 
only minor deviations from the normal. Lung volume, 
vital capacity and maximum breathing capacity, spiro- 
graphic records, oxygen consumption at rest, arterial 
pCO, and arterial oxygen saturation, and the index of 
pulmonary mixing were essentially normal in the majority 
of these cases. In Group 2 abnormalities characteristic 
of chronic pulmonary disease were found. 

It is concluded that the dyspnoea on exertion in the 
18 patients without complicating pulmonary disease could 
not be attributed to any abnormalities of pulmonary 
function. On the other hand, it might be due to several 
factors: diminished cardiac output might result in weak- 
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ness and easily induced fatigue of the skeletal muscles, 
particularly the muscles of respiration, while increased 
pulmonary vascular pressure might cause increased effort 
in breathing as well as some form of subjective distress 
secondary to vascular distension per se. 
Keith Ball 


762. Commissurotomy in 100 Cases of Mitral Stenosis. 
(A propos de 100 commissurotomies mitrales) 

F. D’ALLAINES, C. DusBost, and —. BLONDEAU. 
Mémoires de I’ Académie de chirurgie [Mém. Acad. Chir. 
(Paris)] 79, 572-581, 1953. 


The authors discuss their experience of commissuro- 
tomy in the treatment of mitral stenosis, and analyse the 
results in the first 100 cases out of a total of 130 treated 
at the Hépital Broussais, Paris, since February, 1951. 
They accept as particularly suitable for operation the 
classic type of case of pure mitral stenosis with a pre- 


dominantly respiratory symptomatology, and firmly reject 


those cases with active rheumatism, multiple valve lesions, 
and an advanced degree of failure. Between these 
obvious extremes lie many types of case the suitability 
of which for operation they discuss in some detail. 
(1) Those cases with unfavourable features, such as 
disturbances of rhythm, valvular calcification, previous 
history of embolism, and Osler’s nodes, which, however, 
do not exclude operation. (2) Patients with a persistent 
fever but no active rheumatism are not uncommon; 
such cases are not necessarily associated with auricular 
clot, and cause no particular difficulty at operation. 
(3) Patients with right heart failure without gross peri- 
pheral signs, some of whom have been subjected to 
operation as being their only chance of improvement. 
Among 21 such cases, there were 3 deaths, while 7 of 
the survivors were slightly improved and 11 considerably 
improved. In the more severe cases of this type the 
authors perform a preliminary ligation of the inferior 
vena cava, followed by valvotomy 6 to 24 months later. 
Among 4 such cases the result in 1 was “‘ excellent ”’, in 2 
“good”, andin 1 “‘poor’’. (4) The presence and degree 
of mitral regurgitation may be difficult to assess clinically 
and radiologically, which sometimes leads to the finding 
of unsuspected mitral incompetence at operation. Good 
results have been achieved in some such cases with minor 
degrees of reflux, and therefore operation should not be 
denied to patients in this category. 

In the selection of cases the authors rely mainly on 
clinical assessment, deriving little help from radiology, 
electrocardiography, or cardiac catheterization. An 
anterior approach, though limited in its exposure, is 
preferred because it interferes less with respiration than 
an approach which requires the patient to be in the 
lateral position. The standard technique is employed, 
and in all cases where clot is suspected or valvular 
calcification is found the great vessels are controlled 
with tapes. Valvotomy and separation of the sub- 
valvular cordae are preferably carried out with the 
finger; in most cases the anterior commissure can be 
split right out to the ring by this means, though a val- 
voiome has to be used occasionally; posterior com- 
missurotomy on the other hand is invariably difficult, 
and in most cases in this series no split was achieved 


M—Q 


with the finger alone. For satisfactory results the mitral 
orifice should, in the authors’ opinion, admit 14 to 2 
fingers without significant regurgitation after the opera- 
tion, and there should be a fall in the left auricular 
pressure of at least 10 cm. water. 

There were 7 deaths, 6 of which occurred from a 
variety of causes in the first 11 days after operation, 
while the seventh was that of a patient who underwent a 
satisfactory valvotomy, but showed no clinical improve- 
ment and died 30 days later, when it was found that the 
cusps had re-fused; this must be a very unusual com- 
plication. 

Of 55 cases followed up for 6 or more months, in 
38 (70%) the result was “ excellent’, in 11 (20°%) it was 
** good’, in 3 (5%) the condition was unchanged, and 
in 3 (5%) it was worse. 

The authors emphasize that success depends on the 
careful selection of cases and the achievement of a ** good 
anatomical result ’’ at the time of valvotomy. They feel 
that blind valvotomy as practised at present represents 
a considerable advance in the treatment of mitral 
stenosis, but that it must eventually be superseded by an 
open operation, which alone will allow the desired degree 
of precision to be achieved. A. M. Macarthur 


CONGENITAL HEART DISEASE 


763. Persistent Ductus Arteriosus Complicated by 
Pulmonary Hypertension. (La persistencia del conducto 
arterial complicada de hipertension pulmonar) 

I. CHAveEz, E. CABRERA, and R. LIMON. Archivos del 
Instituto de cardiologia de México [Arch. Inst. Cardiol. 
Mex.) 23, 131-159, April 30 [received Aug.], 1953. 12 
figs., 11 refs. 


A report is presented on 40 cases of patent ductus 
arteriosus in which cardiac catheterization showed pul- 
monary hypertension to be present. According to the 
degree of the latter, the cases were divided into three 
groups. (1) Slight pulmonary hypertension (31 to 60 
mm. Hg) occurred in 14 patients, of whom 7 were be- 
tween 3 and 10 years old. All had the typical continuous 
** machinery ’> murmur, the shunt was always arterio- 
venous, and the radiological appearances were identical 
with those found in cases without pulmonary hyper- 
tension. The electrocardiogram (ECG) showed only 
some delay of the intrinsicoid deflection in Leads V; 
and V¢, with rather high symmetrical T waves in these 
leads, which were interpreted as indicating some degree 
of left ventricular strain. (2) Moderate pulmonary 
hypertension (61 to 100 mm. Hg) was present in 14 cases, 
children predominating (9 aged 4 to 11, 4 aged 16 to 27). 
In 4 cases only a systolic murmur was audible, in one- 
half there was radiological evidence of right in addition 
to left ventricular enlargement, the ECG showed signs 
of both right and left ventricular strain, and in all cases 
the shunt was arterio-venous. Three patients were in. 
left ventricular failure. (3) Pronounced pulmonary 
hypertension (101 to 136 mm. Hg) was found in 12 
patients, children again predominating (8 aged 4 to 11, 
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4 aged 16 to 33). In only one case was there a con- 
tinuous murmur; in 4 it was systolic—diastolic, and in 
the remaining 7 systolic. In this group the pulse pres- 
sure was not increased and there was no sign of a Cor- 
rigan pulse. Radiologically, the great majority showed 
pronounced right ventricular enlargement, and cor- 
responding changes were found in the ECG (right axis 


in V;). In some of 


deviation, increase in the ratio Ris 
these cases the pulmonary arterial pressure equalled or 
exceeded the aortic pressure and the shunt was either 
veno-arterial or in both directions. Only 2 patients were 
in left ventricular failure, the majority having signs of 
right ventricular failure. It is pointed out that in this 
group the clinical picture of patent ductus arteriosus is 
obscured by the associated pulmonary hypertension to 
such an extent that the diagnosis was only made possible 
by catheterization of the ductus itself. 

Reasons are given for believing that in adult cases of 
this kind pulmonary hypertension is secondary to the 
patent ductus, whereas in children the hypertension is 
primary, is not dependent on the patency of the ductus, 
and is of unknown origin. In patients with congenital 
heart disease, with or without cyanosis, the diagnosis of 
patent ductus arteriosus with pulmonary hypertension is 
suggested by the presence of a basal systolic murmur 
extending throughout systole, radiological signs of pul- 
monary hypertension with some degree of increased 
pulsation along the whole left border and hilar shadows, 
and signs of right ventricular strain in the ECG without, 
however, the polyphasic QRS in V; which characterizes 
interatrial septal defect. The diagnosis can be estab- 
lished with certainty only by introducing the catheter 
into the ductus, which is possible in more than 90% of 
cases. 

[Those interested in the subject will find it rewarding 
to consult the original paper.] A. Schott 


764. Embolic Occlusion of Patent Foramen Ovale. A 
Syndrome Occurring in Pulmonary Embolism 

G. B. Ettiotr and R. E. BEAmisH. Circulation [Cir- 
culation (N. Y.)] 8, 394-402, Sept., 1953. 3 figs., 27 refs. 


Two cases of pulmonary infarction with atypical clinical 
manifestations were recently encountered at the Winnipeg 
General Hospital, Winnipeg; at necropsy a thrombus 
was found passing through a patent foramen ovale. 
This the present authors describe as embolic occlusion 
of a patent foramen ovale as distinct from ‘* paradoxic 
embolism ”’’, which implies peripheral arterial embolic 
occlusion by venous thrombi. 

They summarize 48 cases in the literature, particularly 
the 29 cases reported since 1926. The clinical sequence 
is described as extensive pulmonary embolism followed 
by decompression shunt between the right and left atria. 
This may lead to a variable but brief period of improve- 
ment, but should the patent foramen ovale become 
blocked by a further embolus the patient dies suddenly 
of an acute cor pulmonale and not, as is generally sup- 
posed, of a further pulmonary embolism. One of the 
cases described was complicated by air embolism. 

James W. Brown 


CARDIOVASCULAR SYSTEM 


765. Intracardiac Valyotomy by Means of a Catheter, 
(Valvulotomias intracardiacas por medio de un catéter) 
V. RuBIio-ALVAREZ, R. LIMON, and J. Soni. Archivos 
del Instituto de cardiologia de México [Arch. Inst. Cardiol. 
Meéx.} 23, 183-192, April 30, 1953. 5 figs., 3 refs. 


A new method is described for carrying out valvotomy 
in cases of the valvular type of pulmonary stenosis by 
means of a catheter introduced into the heart in the usual 
way. The same type of catheter is used as for simple 
catheterization, but its distal end is stiffened with an 
internal steel wire 5 cm. long and about 0-5 mm. in 
diameter; a second wire 1:25 metre long is attached to 
the tip of the catheter on the outside, penetrates the wall 
at the proximal end of the stiffened part, and then runs 
the whole length of the lumen to protrude at the proximal 
end. The operative procedure is as follows. Simple 
catheterization is first performed in order to determine 
whether the stenosis is valvular or infundibular. If it is 
valvular, the specially fitted catheter is introduced into 
the main pulmonary artery; when in this position the 
tip of the catheter is bent over by pulling on the free end 
of the second wire to form an arc of which the wire 
forms the chord, thus providing a cutting edge (see 


A B 


Fig. A). Under fluoroscopic control the whole catheter 
is then drawn back, cutting the valve on one.side (Fig. B). 
The catheter is then reintroduced into the pulmonary 
artery, turned through 180 degrees, and the process 
repeated on the opposite side. The tip of the catheter 
is then pulled over as far as it will go, forming an oval 
loop by means of which the degree of dilatation achieved 
by the valvotomy can be assessed. A description is given 
of one case treated in this way, with relief of cyanosis and 
dyspnoea. The advantage of the method is that it can 
be carried out without thoracotomy. A. Schott 


766. Atrio-septo-pexy for Interatrial Septal Defects 

P. Bamey, H. E. Botton, W. L. JAmison, and 
W. B. Neptune. Journal of Thoracic Surgery [J. thorac. 
Surg.] 26, 184-219, Aug., 1953. 27 figs., 19 refs. 


The authors describe and illustrate the various types 
of interatrial septal deficiency and the various methods 
which have been introduced for closing such defects 
surgically, discussing the merits and demerits of each. 
The frequent occurrence in such cases of anomalous 
pulmonary venous drainage and of mitral stenosis 
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({Lutembacher’s syndrome) is emphasized, and it is 
pointed out that such coexisting anomalies should be 
dealt with at the time of closure of the atrial defect. 
The mitral valve is easily reached from the right auricular 
appendage through the septal defect, while anomalous 
pulmonary veins can be diverted into the left atrium by 
ingenious suturing [which is well illustrated in the original, 
but defies description here]. 

The technique of atrio-septo-pexy, which was first 
described by the senior author and his colleagues in 1952 
(Ann, int. Med., 37, 888; Abstracts of World Medicine, 
1953, 13, 393), has since then been applied in cases of 
many different types and, while the original basic prin- 
ciple has proved sound, has been modified in detail in 
the light of experience and to meet special requirements. 
The operation (which is described again in detail) consists 
essentially in suturing the invaginated right atrial wall to 
the margins of the defect, using the left index finger, 
inserted into the heart through the right auricular 
appendage, as a guide. The superior vena cava is routed 
either behind or in front of the invaginated wall according 
to the site of the defect. Care must be taken not to 
narrow the vena caval channel unduly and not to damage 
the atrio-ventricular bundle. Large defects situated low 
down in the septum, such as those due to persistence of 
the ostium primum, may be difficult to close from the 
right side alone; in such cases an additional left approach 
should be made by transverse sternal division, and a 
finger inserted into the left auricular appendage, making 
it possible to guide the needle much more accurately 
for the difficult suture of the lower margin. 

The results in the 21 cases in which this technique has 
been used at the Hahnemann Hospital, Philadelphia, are 
presented and the essential details given in tabular form. 
There were 14 cases of defect of the septum secundum 
(2 with coexisting mitral stenosis and 5 with anomalous 
pulmonary veins), with 2 operative deaths, and 7 cases 
of persistent ostium primum, with 3 deaths which were 
not directly due to the operative technique. Clinical 
improvement was notable in all the survivors. 

[This article deals very extensively with many aspects 
of the subject and is impossible to abstract satisfactorily; 
it is comprehensive and well illustrated and should be 
carefully studied by all interested in the treatment of this 
condition. ] W. P. Cleland 


BLOOD VESSELS 


767. Congenital Multiple Arterio-venous Aneurysms, 
MHOMKECTBEHHLIE 
aHEBPH3MbI) 

A. A. Demin. Aaunuyeckan Meduyuna [Klin. Med. 
(Mosk.)] 31, 63-67, Aug., 1953. 3 figs. 


Congenital multiple arterio-venous aneurysms arise 
from a disturbance in the normal embryonic development 
of the vascular system at a stage prior to the differentia- 
tion of embryonic vessels into arteries and veins. They 
may occur in such sites as the extremities, lungs, face, 
middle ear, bones, meninges, and between the carotid 
artery and the external jugular vein. They may be 


associated with varicose veins and cavernous or capillary 
haemangiomata, and their presence may often be de- 
tected from the raised temperature of the overlying skin, 
the swelling and sometimes hypertrophy of the affected 
limb or half of the body, or from localized sweating or 
growth of hair. Unlike the traumatic variety, thrills 
and murmurs are not usually evident. There is often 
evidence of cardiac insufficiency, with hypertrophy of 
the left ventricle (or of the right in pulmonary aneurysms). 
Infantilism and poor development are common. The 
arterial blood pressure tends to be low, with a much 
reduced diastolic pressure and high pulse pressure. The 
diagnosis may be readily confirmed by arteriography. 
The most satisfactory treatment consists in the sur- 
gical extirpation of the aneurysmal mass, if practicable. 
In cases of pulmonary aneurysm this may involve 
lobectomy or even pneumonectomy, while in other cases 
amputation of an affected limb or part of a limb may be 
necessary. Failing this the prognosis in many cases is 
serious, as the condition may lead to heart failure. 
Rest in bed and bandaging the affected limb may delay 
the fatal issue. The danger of gangrene must not be 
overlooked. L. Firman-Edwards 


768. Surgical Treatment of Aneurysm of Abdominal 
Aorta by Resection and Restoration of Continuity with 
Homograft 

M. E. DeBAkey and D. A. CooLey. Surgery, Gyne- 
cology and Obstetrics [Surg. Gynec. Obstet.| 97, 257-266, 
Sept., 1953. 5 figs., 6 refs. 


Aneurysm of the abdominal aorta is a serious condition, 
most patients surviving less than a year after onset of 
symptoms or establishment of diagnosis. Most forms 
of therapy which have been previously employed are not 
considered satisfactory. For this reason and because 
of the grave prognosis, a more aggressive attitude directed 
toward removal of the diseased tissue is advocated. 

Seven cases are reported to illustrate the procedure of 
resection of the aneurysm and restoration of normal 
function by means of aortic homograft. The aneurysm 
in all but one of the patients was of arteriosclerotic origin 
and all were located in the segment of the aorta below 
the origin of the renal arteries, fortunately the most fre- 
quent site of aneurysm of the abdominal aorta. The 
age of the patients ranged from 47 to 74 years. There 
was one death in this series, the patient dying on the 
thirteenth day after operation of progressive uremia and 
secondary hemorrhage. All the other patients tolerated 
the operation well and have shown excellent early 
results. The aneurysms in 2 of the patients had been 
wrapped with polythene film containing dicetyl phosphate 
13 months and 7 months respectively prior to resection. 
The gross and histologic findings in both cases cast much 
doubt on the efficacy of this treatment. 

Although final evaluation of the procedure must await 
further observation and experiences, on the basis of the 
immediately gratifying results obtained in this series, it 
is believed that resection of the aneurysm and involved 
segment of the aorta with restoration of continuity by 
means of aortic homograft is the procedure of choice in 
the treatment of this condition.—[Authors’ summary.] 
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769. The Treatment of Venous Thrombosis with Heparin 
C. P. Artz and E. J. Putaskt. Angiology [Angiology] 
4, 321-336, Aug., 1953. 8 figs., 22 refs. 


After describing the diagnostic features of post- 
operative venous thrombosis leading to pulmonary em- 
bolism, the authors discuss the relative merits of venous 
ligation and anticoagulants in the treatment of these 
conditions. Ligation of the vena cava below the renal 
veins is stated to be the only sure method of preventing 
embolism, the indications being: (1) septic thrombo- 
phlebitis; (2) repeated pulmonary embolism; (3) em- 
bolism occurring during anticoagulant therapy. For all 
other cases treatment with anticoagulants, together with 
elevation and bandaging of the affected limb, is recom- 
mended. Because of the many disadvantages of the dicou- 
marol anticoagulants the authors consider heparin to be 
the drug of choice. They found that when heparin 
was given intravenously its effect on the clotting time was 
immediate (maximum in 45 seconds), but that the clotting 
time fell to normal in 4 hours, thus indicating that with 
this method 4-hourly intravenous injections are necessary. 

The authors then describe their search for a practical 
depot method of administering heparin. Although 
heparin is absorbed more slowly when given by intra- 
muscular or subcutaneous injection, localized painful 
haematomata often arise at the site of the injection. 
At Brooke Army Hospital, Fort Sam Houston, Texas, 
they have tried 12-hourly intramuscular or subcutaneous 
injection of 1 ml. of a concentrated heparin preparation 
(200 mg. per ml.) with varying results. The best results, 
however, were obtained with a preparation of heparin 
in gelatin (“* depo-heparin’’) containing 200 mg. of 
heparin per ml. When 1 ml. of this preparation was 
injected into the deep subcutaneous tissue the coagulation 
time increased to between 3 and 4 times the normal 
within 4 hours, becoming normal 20 hours later. Ab- 
sorption from the depot could be increased by exercising 
the limb or slowed down by the application of an icebag 
to the skin immediately over the depot. The injections 
should be given into the front of the thigh, just super- 
ficial to the deep fascia. 

The authors believe that since the coagulability of the 
blood tends to increase for one or two days after the end 
of heparin treatment, the drug should be withdrawn 
gradually. 

[This method would appear to offer an eminently 
practical solution to the problem of effective heparin 
therapy.] F. B. Cockett 


770. Effects of Ligation of Major Veins 
L. T. PALumMBo and R. E. PAuL. Angiology [Angiology] 
4, 337-345, Aug., 1953. 28 refs. 


In this paper from the Veterans Administration 
Hospital, Des Moines, Iowa, the authors report the 
results of ligation of major veins in 21 male patients, 
carried out as follows: (1) ligation of the inferior vena 
cava for recurrent pulmonary infarction (8 patients) and 
for thrombosis of the common iliac veins which threatened 
to spread upwards (2 patients); (2) ligation of the 
common iliac vein for the post-phlebitic syndrome (5 
patients); and (3) ligation of the superficial femoral vein 


to prevent further pulmonary infarction or to control 
acute phlebitis (6 patients). Vena-caval ligation effec- 
tively stopped further embolism in all cases. 

The patients were followed up for periods ranging from 
a few months to 2 years. Owing to the diverse nature 
of the cases and the varying ancillary treatment given 
only the most general conclusions concerning the late 
effects could be drawn. In general, patients who had 
undergone major vein ligation because of pulmonary 
infarction were less disabled than those in whom ligation 
was performed for extensive thrombosis already present. 
After ligation of the vena cava improvement continued 
for about a year; at the end of this time activity in most 
of the patients was only slightly restricted, although about 
half complained of tiredness or aching of the legs. 
Slight residual oedema below the knee was also present in 
about half of these patients, most of whom had to 
wear elastic stockings permanently. [Considering the 
magnitude of the operation and the serious conditions 
for which it was performed these sequelae are on the 
whole less severe than might be expected.] 

F. B. Cockett 


771. Recurring Superficial Thrombophlebitis 
R. B. LYNN. Angiology [Angiology| 4, 374-379, Aug., 
1953. 2 figs., 15 refs. 


Recurring superficial thrombophlebitis is a very rare 
condition, only 7 cases having been encountered during 
a 14-year period at the Postgraduate Medical School, 
London. It is found predominantly in males, and usually 
occurs aS a secondary condition to thromboangiitis 
obliterans or a visceral carcinoma. In 2 of the author’s 
cases the primary diseases were carcinoma of the breast 
and stomach respectively and in 5 it was thrombo- 
angiitis obliterans. It is pointed out that the recurrent 
thrombophlebitis may antedate the occurrence of arterial 
insufficiency by as long as 5 years. F. B. Cockett 


SYSTEMIC CIRCULATORY DISORDERS 


772. Primary Hypotension. (KnuHuka 
rHMOTOHHH) 
E. V. Gemeitskil. AKaunuyecxaa Meduyuna [Klin. 


Med. (Mosk.)} 31, 35-42, July, 1953. 2 figs. 


A condition of hypotension in 59 patients, mostly 
young men of 21 to 23 years, with an arterial blood 
pressure of less than 105/65 mm. Hg was investigated. 
No disease to which this hypotension could be secondary 
was found after prolonged, intensive investigations, 
which included 3-hourly readings of the blood pressure 
and temperature, the giving of exercise tests [unspecified], 
electrocardiography and chest radiography, the plotting 
of glucose tolerance curves, and the estimation of basal 
metabolism and of the blood potassium, calcium, and 
cholesterol levels. 

The patients’ chief complaints were of headache, 
vertigo, dyspnoea on exertion, unpleasant sensations in 
the region of the heart, irritability, sweating, and 
fatiguability. Headaches were worse after physical 
exertion, mental tension, or after sleep. The precordial 
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pains resembled those of so-called cardiac neurosis rather 
than of angina, and the author inclines to the view that 
they were due to a lowering of the sensory threshold 
of the cerebral cortex to afferent impulses from the heart. 
There was no confirmation of the widely held view that 
there is a hereditary tendency to the development of 
primary hypotonia, but psychical trauma may play an 
important part in causation—it was found in 26 of the 
cases. There was no evidence that the condition begins 
in childhood. 

The pulse rate was usually labile. In 24 cases there 
was hypertrophy of the left ventricle, and in 13 a systolic 
bruit was heard. The electrocardiogram was normal, 
but 47 patients exhibited some disturbance of the central 
nervous system, shown by regional hyperhidrosis, acro- 
cyanosis, dermatographia, or instability of temperature 
regulation. There was a tendency to leucopenia, but 
lymphocytosis and monocytosis were frequent. The glu- 
cose tolerance curve showed a prolonged hyperglycaemic 
phase and the basal metabolic rate was normal or 
slightly raised. The minute volume of the heart was 
increased, being often inversely proportional to the 
systolic blood pressure, while the total volume of cir- 
culating blood varied considerably; the average volume 
was 5,170 ml., but the volume per kg. body weight was 
above normal. The full circulatory time, although less 
than normal, was higher than in cases of secondary 
hypotonia. The peripheral resistance was 25% lower 
than that calculated from the minute volume and the 
mean haemodynamic pressure, and the work of the 
heart (calculated as a product of these two factors, the 
mean haemodynamic pressure being expressed in metres 
of water) was, on this basis, slightly above normal. 
There was considerable variation in the venous pressure 
between different patients (range from 50 to 200 mm. 
of water), but the average was 102 mm. of water as 
against a normal average of 60 to 80 mm. The oxygen 
utilization figure was 25 or 26% of oxygen, considerably 
below the normal average. 

In the opinion of the author, the haemodynamics of 
primary hypotonia is closely related to the gaseous meta- 
bolism of the tissues; the primary focus of injury in the 
cardiovascular system is the capillaries, and dysfunction 
of these would lead to hypoxia of the tissues but for the 
reflex action of the regulatory centres, which causes 
an acceleration of the circulation and an increase in the 
minute volume of the heart, thereby maintaining the 
respiratory processes in the tissues near to normal. 
This new equilibrium, though effective, is achieved at a 
less favourable level than in normal subjects. 

L. Firman-Edwards 


773. Course and Prognosis of Essential Hypertension. 
Follow-up of 453 Patients Ten Years after Original Series 
was Closed 

R. S. PALMER and H. MuENCH. Journal of the American 
Medical Association [J. Amer. med. Ass.] 153, 1-4, Sept. 5, 
1953. 2 figs., 5 refs. 


_ A follow-up investigation is reported of 453 patients 
in whom essential hypertension was diagnosed at the 
Massachusetts General Hospital, Boston, at least 10 


years previously. At that time the severity of the disease 
was graded according to criteria described elsewhere 
(Rogers and Palmer, Amer. Practit. (Phila.), 1947, 1, 459), 
depending on the degree of functional impairment and 
of organic change in head, heart, or kidneys rather than 
on the observed blood pressure. Treatment was largely 
by diet and sedation, patients on whom sympathectomy 
was performed being excluded. 

The findings at the follow-up examination are analysed 
Statistically and the following tentative conclusions are 
reached, (1) The clinical grading is valid, in that it cor- 
responds to the expectation of life in the different groups. 
(2) Mortality varies markedly with age, the risk being 
greatest in the youngest patients. (3) Duration of the 
disease at a given age has little effect on mortality. 
(4) In the first three grades mortality is lower in women 
than in men. (5) Expectation of life in women is little 
diminished by the presence of the milder grades of hyper- 
tension. 

The authors believe that this analysis provides a base- 
line for the assessment of methods of treatment in com- 
parable groups of hypertensive patients. 

Bernard Isaacs 


774. The Relation between the Concentrations of the 
Different Fractions of Cholesterol in the Blood and Cerebro- 
spinal Fluid and between Arterial and Subarachnoid Pres- 
sures in Hypertension. OWeHKa 
HbIX XONeECTepHHa B KPOBH CITHHHOMOSTO- 
HOrO WaBNeHHA 6one3sHH) 

A. B. MANDEL’BOIM and E. NARODOVOL’TSEVA. 
Kaunuyeckan Meduyuna [Klin. Med. (Mosk.)] 31, 74- 
78, Aug., 1953. 19 refs. 


Free and combined cholesterol circulates in the blood 
in a colloidal state, the ratio of free to combined 
cholesterol in the plasma averaging | to 2. In the 
erythrocytes only free cholesterol is found. In normal 
persons at middle age the total amount varies from 150 
to 180 mg. per 100 ml. Inthe cerebrospinal fluid (C.S.F.) 
the concentration of cholesterol is normally very low— 
from 0-1 to 0-3 mg. per 100 ml. Whether this figure 
rises with the development of the hypercholesterolaemia 
of hypertension and atherosclerosis is a matter of some 
controversy, as also is the question whether arterial 
hypertension on the one hand and increased venous 
pressure on the other are accompanied by an increase 
in C.S.F. pressure. 

The present authors have investigated these matters in 
30 patients with a history of hypertension of from 1 to 
13 years’ duration. Taking the normal range of systolic 
arterial pressure as 110 to 140 mm. Hg, and the normal 
C.S.F. pressure, as measured on lumbar puncture in the 
lying posture, as 200 mm. of water, they found that the 
latter was within normal limits in all 6 cases of the 
purely cerebral type of hypertension, in all but 2 of 11 
cases with both cardiac and cerebral involvement, and 
in all but 4 of 13 cases in which the cardiac and cerebral 
symptoms were accompanied by evidence of endarteritis. 
Thus only in cases of advanced vascular disease was there 
any evidence that the subarachnoid pressure was affected 
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by arise in systolic arterial pressure. While they did not 
find any great degree of cholesterolaemia in most of their 
cases, in those in which it was present the increase was 
almost entirely in the esterified fraction, the free 
cholesterol content of the plasma remaining remarkably 
constant. In the same way, any rise in the cholesterol 
content of the C.S.F. affected only the combined form, 
the free cholesterol level never being higher than 0-14 mg. 
per 100ml. It is argued that if the presence of cholesterol 
in the C.S.F. were due to degenerative processes in the 
brain tissue, as has been suggested by Horizontov, it 
would be expected to be in the free form, since the brain 
contains only traces of esterified cholesterol; yet in 16 
of the authors’ cases there was no free cholesterol in the 
C.S.F. at all. There was some correlation between the 
total C.S.F. cholesterol content and the content of pro- 
tein, but none between the cholesterol level and the cell 
content. L. Firman-Edwards 


775. The Upper Respiratory Tract and Hypertensive 
Disease. (Bepxuue gbixaTenbHbie myTH 
HHYeCKaA 6onesHb) 

A. Y. TARTAKOvskil. Becmuux 
[Vestn. Oto-rino-laring.] 35-40, No. 4, July—Aug., 1953. 
16 refs. 


In view of a recent tendency to seek the cause of hyper- 
tensive disease in local inflammatory and septic con- 
ditions of the upper respiratory tract, the author examined 
49 cases of advanced hypertension, mostly in young 
people who were under treatment in two hospitals in 
Odessa. In no case did he find any relation between the 
hypertension and the pathological condition of the upper 
respiratory tract. Some dystrophic and inflammatory 
changes were observed, but these were more likely to be 
secondary to chronic and severe hypertension than its 
cause. The primary cause of hypertension must, in the 
author’s opinion, be sought in emotional excitement, 
stress, and other factors irritating the cerebral cortex. 

P. T. Sander 


776. Hypertension and Coronary Occlusion 
A. M. Master. Circulation (Circulation (N. Y.)| 8, 170- 
177, Aug., 1953. Bibliography 


The author, working at Mount Sinai Hospital, New 
York, has re-examined the relationship between hyper- 
tension and coronary occlusion. Previously he had 
shown that hypertension was a significant factor in the 
development of coronary occlusion in both men and 
women if a blood pressure of 150/90 mm. Hg was 
accepted as the lower limit of hypertension; in fact, it 
was found that hypertension preceded coronary occlusion 
in 56°5% of men and 80% of women. Subsequently new 
criteria for the definition of hypertension were deter- 
mined by examining 74,000 working men and women 
between the ages of 16 and 65. The lower limit of 
hypertension was found to vary in men from 145/90 mm. 
Hg at the age of 16 to 190/110 mm. Hg at the age of 
60 to 64. In women the corresponding figures were 
140/90 mm. Hg and 190/110 mm. Hg. 

Adopting these new criteria the author examined 
the records of 500 men and 100 women, all private 


patients under the age of 65, who had had coronary 
occlusion. In 478 of the 600, blood pressure had been 
determined before the ‘occlusion occurred; in the 
remainder, clinical judgment was the guide to previous 
blood pressure. It was found that hypertension had 
been present in 130 (27-2%) of the men and in 71 of the 
women before coronary occlusion developed. It is con- 
cluded that hypertension is not nearly so important a 
factor in the aetiology of coronary occlusion in men as 
it is in women. _ Keith Ball 


777. Splanchnicectomy for 
Results in 1,266 Cases 

R. H. SmitHwick and J. E. THompson. Journal of the 
American Medical Association [J. Amer. med. Ass.] 152, 
1501-1504, Aug. 15, 1953. 2 figs., 4 refs. 


In this report the authors compare the survival and 
mortality rates among 1,266 patients with hypertension 
who were treated at the Massachusetts Memorial Hos- 
pitals by thoraco-lumbar sympathectomy with those 
among 467 patients equally suitable for operation, but 
who refused it for reasons unconnected with the severity 
of their disease. Both series were divided into 4 groups 
according to the level of blood pressure and the degree 
of cardiovascular disease present (assessed on a points 
basis from a number of factors). The operative mor- 
tality ranged from nil in Group 1 (the mildest cases) to 
11% in Group 4 (the most severe cases). 

At the end of 5 years the mortality in each of the 
groups was considerably lower in the operated series 
than in the series refusing operation. [It is not stated 
whether or not operative deaths are included in this 
comparison.] This difference in mortality between the 
two series was highly significant (p<0-001) in all groups, 
but was most marked in Group 2 (13% in operated 
cases, 38% in non-operated cases) and Group 3 (20% and 
71% respectively). These two groups may be described 
approximately as including patients with evidence of 
hypertensive changes in the eyes, heart, brain, or kidneys 
not amounting to gross failure. 

In view of these findings the authors consider that 
sympathectomy is the treatment of choice for hyper- 
tension in cases falling into Groups 2 and 3, though 
some of these patients may need treatment by diet or 
drugs in addition. They also regard sympathectomy as 
worth while in Group-4 cases when the general condition 
is satisfactory, and in certain Group-1 cases, such as 
those in which intractable symptoms are present. 

C. J. Longland 


Essential Hypertension. 


778. Further Observations on the Effects of Autonomic 
Blocking Agents in Patients with Hypertension. 
I. General Systemic Effects of Hexamethonium, Penta- 
methonium, and Hydrazinophthalazine 

D. Gros and H. G. LANGForD. Circulation [Circula- 
tion (N.Y.)] 8, 205-223, Aug., 1953. 11 figs., 19 refs. 


The aim of therapy in hypertension is the reduction 
of blood pressure without impairment of blood flow. 
The autonomic blocking drugs at present available are 
imperfect in this respect, and their use should therefore 
be reserved for patients with hypertensive crises, en- 
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cephalopathy, severe retinopathy, left heart failure, or 
subarachnoid haemorrhage. Hypertensive patients with 
few symptoms and those with evidence of recent coronary 
or cerebral thrombosis or of renal insufficiency are un- 
suitable for this treatment. These conclusions are 
derived from observations of the effects of hexametho- 
nium, pentamethonium, and hydrazinophthalazine in a 
study carried out at Johns Hopkins Hospital, Baltimore, 
in which hexamethonium and pentamethonium were 
given intravenously to 72 hypertensive patients and 
orally to 30 of them, while hydrazinophthalazine 
(“* apresoline ’’) was given orally alone to 24 hypertensive 
patients, and in conjunction with hexamethonium to 16. 
A control study was also made on 30 normotensive 
subjects. 

The over-all response to methonium was found to be 
increased by sodium depletion and by sympathectomy, 
decreased by sodium restitution, and greatest in severe 
encephalopathy or in cases of malignant hypertension 
with low serum sodium levels. Repeated oral doses of 
either hexamethonium or hydrazinophthalazine separately 
produced a comparable reduction of systemic blood 
pressure in hypertensive patients to about mid-way 
between the original level and normal levels. The con- 
current administration of these two drugs retarded the 
development of drug tolerance and produced a greater 
and more prolonged reduction of blood pressure, with 
fewer disquieting side-effects such as postural hypo- 
tension, than occurred when the methonium salts were 
given alone. The side-effects of methonium were slight 
and attributable to autonomic blocking action; hydra- 
zinophthalazine, however, caused headache, conjuncti- 
vitis, coryza, hiccough, and in some cases fever. 

The authors suggest that it is desirable to begin treat- 
ment with hydrazinophthalazine before giving hexa- 
methonium, so that the renal blood flow may be increased. 
Harmful effects of reduction in blood pressure—which 
occurred mainly in patients with malignant hypertension 
—included renal insufficiency and evidence of myo- 
cardial and retinal ischaemia. These were not observed 
in the cases receiving combined hydrazinophthalazine 
and methonium therapy. J. L. Lovibond 


779. Further Observations on the Effects of Autonomic 
Blocking Agents in Patients with Hypertension. II. Hemo- 
dynamic, Ballistocardiographic and Electrocardiographic 
Effects of Hexamethonium and Pentamethonium 

D. Gros, W. R. SCARBOROUGH, A. A. KatTtus, and 
H. G. LANGFORD. Circulation [Circulation (N.Y.)] 
8, 352-369, Sept., 1953. 8 figs., 28 refs. 


It is pointed out that the autonomic blocking agents 
hexamethonium and pentamethonium are given to hyper- 
tensive patients to reduce blood pressure, and to normo- 
tensive subjects to increase the blood supply to the limbs 
in peripheral vascular disease and to induce hypotension 
and limit haemorrhage during operation. The physio- 
logical effects of these drugs were studied at Johns 
Hopkins University and Hospital, Baltimore. Moderate 
reduction in blood pressure was accompanied by a 
decrease in stroke volume, cardiac output, and left 
ventricular work, these changes being enhanced when 


the patient was in the standing position. Coronary 
blood flow was unchanged or slightly reduced. Con- 
comitantly there was a reduction in the renal blood flow 
and in the glomerular filtration rate, but the values 
became normal within two hours, despite persistent 
lowering of the blood pressure. Sodium clearance, 
which was reduced more than that of potassium, and 
urine flow, which was also reduced, returned to normal 
more slowly than the glomerular filtration rate. The 
renal blood flow was also reduced by oral administration 
of hexamethonium. There was an improvement in the 
ballistocardiogram in 6 out of 14 patients, while ab- 
normalities in the electrocardiogram increased in 3 and 
improved slightly in 4 of the 14 patients. Administration 
of “ apresoline ’’ (hydrallazine) diminished the effect of 
hexamethonium on the renal blood flow. 
James W. Brown 


780. Clinical Use of Hydralazine and Hexamethonium 
in Treatment of Hypertension 

R. R. J. Hitker, P. S. RHoaps, and C. E. BILLINGs. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 153, 5—9, Sept. 5, 1953. 11 refs. 


The results obtained with hydrallazine and with hexa- 
methonium in cases of hypertension are described in 
this paper from the Northwestern University, Chicago. 
Hydrallazine was given by mouth to 50 patients in an 
initial dose of 25 mg. twice a day, increased daily by 
25 mg. until the maximum tolerated dose was reached, 
this ranging from 100 mg. to 900 mg. daily. A sustained 
fall in systolic and diastolic blood pressure of 20 mm. Hg 
or more was observed in about half the patients. Side- 
effects, which were very frequent, included headache, 
nausea, flushing, and oedema, but they were usually mild 
and transient, although 12 patients had to stop treat- 
ment because of more severe toxic effects. 

Hexamethonium was given by mouth to 15 patients in 
doses increasing finally to a daily total of 1,125 mg. to 
3,000 mg. The blood pressure fell considerably in almost 
all patients, especially measured in the standing position. 
Postural hypotension occurred in three-quarters of the 
patients, and other side-effects were common. 

Both drugs were given to 14 patients with severe hyper- 
tension, hydrallazine being administered after a thera- 
peutic effect had been obtained with hexamethonium. 
The reduction in the blood pressure differed little from 
that obtained with either drug alone, while the wide 
variations in pressure due to hexamethonium were un- 
altered by the addition of hydrallazine. 

[This paper contains little that is new.] 

Bernard Isaacs 


781. A Critical Evaluation of the Hypotensive Action 
of Hydrallazine, Hexamethonium, Tetraethylammonium 
and Dibenzyline Salts in Human and Experimental Hyper- 
tension 

A. P. SHAPIRO and A. GROLLMAN. Circulation [Cir- 
culation (N.Y.)] 8, 188-198, Aug., 1953. 6 figs., 24 refs. 


The action of the sympathicolytic drugs hydrallazine 
and hexamethonium bromide was investigated at the 
Southwestern Medical School, Dallas, Texas, in 3 
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groups of hypertensive patients and in rats and dogs 
with experimentally induced hypertension, and compared 
with those of tetraethylammonium chloride and * di- 
benzyline*’ (dibenzylchlorethylamine). Ten out-patients 
with moderate hypertension were given either a placebo 
or hydrallazine chloride by mouth, 12 hypertensive 
patients were treated in hospital with hexamethonium 
bromide and/or hydrallazine, and a further group of 13 
hypertensive patients received intravenous injections in 
order to study the immediate effects of the drugs. 

In the long-term treatment of hypertension, hydral- 
lazine and hexamethonium salts, given alone or in com- 
bination, proved to be no more effective than other 
commonly used hypotensive drugs. Whereas the 
immediate hypotensive action of these agents, especially 
when given parenterally, is undisputed, their ultimate 
effects were only slight or transient when given in doses 
which could be tolerated. When sustained depressor 
effects did occur they were more often attributable to 
rest, hospitalization, and reassurance than to the specific 
pharmacological activity of the drugs. Moreover, 
clinical improvement did not always coincide with an 
observed decline in blood pressure. The authors con- 
clude by suggesting that a true appreciation of the natural 
fluctuations of the blood pressure in varying circum- 
stances and environments is necessary before the value 
of these hypotensive agents can finally be established. 

J. L. Lovibond 


782. The Treatment of Hypertension with Drugs 

M. MENDLOwITz. Annals of Internal Medicine [{Ann. 
intern. Med.) 39, 999-1013, Nov., 1953. 3 figs., biblio- 
graphy. 


783. Effect of Emotion on Renal Function in Normo- 
tensive and Hypertensive Women 

B. E. Mites and H. E. DE WARDENER. Lancet [Lancet] 
2, 539-544, Sept. 12, 1953. 6 figs., 13 refs. 


At St. Thomas’s Hospital, London, the emotional effect 
of catheterization on urinary excretion was studied in 10 
hypertensive patients under 60 years of age and free from 
cardiac and renal disease, and 10 convalescent control 
subjects without active disease. Both groups were de- 
prived of fluids for 24 to 36 hours, during which time the 
patient was recumbent. In all the hypertensive patients 
and in 9 of the controls catheterization led to an increase 
in urinary flow and in the osmolar excretion rate; in 9 
of the hypertensive patients and 7 controls there was a 
rise in creatinine clearance. The diuresis in the hyper- 
tensive patients, which was considerable, was osmotic in 
nature, being largely due to increased excretion of sodium 
and chloride; intravenous injection of vasopressin failed 
to reduce diuresis in 2 patients. The increase in solute 
and water excretion after catheterization was much less 
in the controls, with one exception, than in the hyper- 
tensive patients: in one of the controls water diuresis 
was considerable, but was inhibited by administration 
of vasopressin. 

The authors suggest that the mechanism of increased 
salt excretion was probably diminution of tubular re- 
absorption, which could have been brought about by 
nervous inhibition of tubular function, inhibition of a 


salt-retaining hormone, or sudden output of a salt-losing 
hormone. Such emotional diuresis might lead to in- 
adequate concentration of dye in intravenous pyelo- 
graphy and to submaximal specific gravity during urine 
concentration tests. It might also lead to fallacies in 
the interpretation of results of renal function tests in 
hypertensive patients, in that osmotic diuresis might be 
due to incidental catheterization rather than to mannitol, 
salt, or water loading. K. G. Lowe 


See also Pharmacology, Abstract 677. 


PORTAL CIRCULATION 


784. Treatment of Portal Hypertension by Porta-caval 
Anastomosis. (Jlevexue 60nbHbIxX C NOpTasbHOH runep- 
MONOH BEHOH) 

F. G. UGtov. Kaunuyecxaa Meduyuna [Klin. Med. 
(Mosk.)] 31, 47-52, July, 1953. 


Various operations have been devised for the relief of 
portal hypertension associated with oesophageal varices, 
haematemesis, ascites, and hypoproteinaemia. Of these, 
that which has been most extensively employed [in Russia] 
is Talma’s operation in which the great omentum is 
brought out of the peritoneal cavity and united with the 
abdominal wall in such a way that anastomoses between 
the branches of the mesenteric and the anterior abdominal 
veins are encouraged. Unfortunately, this is effective 
in only about 20% of cases. 

A more radical measure is porta-caval or mesenterico- 
caval anastomosis, and in this paper the author describes 
the results of the former procedure in 2 cases and the 
latter in one case. In all 3 cases there was considerable 
improvement in the well-being of the patient after the 
operation; anaemia was reduced in 2 of the cases, 
oesophageal varices in 3, plasma protein level raised 
in 2, while in one the albumin: globulin ratio was restored 
to normal. The aetiology of the cirrhosis was obscure 
in all 3 cases; one patient, a woman, had had jaundice 
8 years previously after her first pregnancy and was 
found to have splenomegaly 4 years later, while another 
patient, a boy of 17, was regarded as having atrophic 
cirrhosis of tuberculous origin. Preoperative measures 
included liberal transfusions of blood and plasma and 
the administration of glucose, aneurin, and vitamin C. 
Peridural analgesia was reinforced by local analgesia 
and ether narcosis. Approach was by a _thoraco- 
abdominal incision, and the portal or the mesenteric 
vein was connected to the vena cava by side-to-side 
anastomosis. 

The main criteria for operability are the responses to 
the above preoperative measures; if these do not effect 
some improvement in the ascites, hepatic function 
(the Quick-—Pitel test was employed), total plasma pro- 
tein level, and the albumin:globulin ratio, or if shock is 
present, operative treatment is contraindicated. 

[All these patients were operated upon in 1952, and 
it seems to be too early to assess the value of the opera- 
tion.] L. Firman-Edwards 
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785. Activation of Purified Prothrombin with Hemo- 
philic Plasma 

S. A. JOHNSON. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 23, 875-880, Sept., 1953. 1 fig., 
14 refs. 


In experiments on the activation of purified prothrom- 
bin, carried out at Wayne University, Detroit, it was 
found that suitably extracted haemophilic plasma acti- 
vated prothrombin as rapidly as did normal plasma or 
normal plasma extracted with ether. A combination of 
platelet extract, calcium, and plasma was also found to 
activate purified prothrombin. When normal plasma 
was replaced by haemophilic plasma, however, thrombin 
was produced more slowly; but after prolonged extrac- 
tion of the haemophilic plasma with ether, changes 
occurred in the plasma so that it activated purified pro- 
thrombin at the same rate as did normal plasma. The 
technique employed and the method of preparing the 
various reagents are described in detail. 

These experiments suggest that haemophilic plasma 
contains a component, such as antithromboplastin, which 
acts as an inhibitor, and that haemophilic plasma is not 
lacking in antihaemophilic globulin, but contains this 
inhibitor instead. When the inhibitor is extracted or 
destroyed by ether, leaving the antihaemophilic globulin 
free to act, the haemophilic plasma behaves in the same 
way as normal plasma. R. F. Jennison 


786. Polycythaemia, 
Myelosclerosis 

J. W. Beattie and J. L. WitHey. British Medical Journal 
[Brit. med. J.] 2, 414-417, Aug. 22, 1953. 37 refs. 


Thé authors describe 3 cases, in patients aged 48, 51, 
and 69 years, in which polycythaemia terminated as 
leuco-erythroblastic anaemia and myelosclerosis after 4, 
5, and 12 years respectively. The post-mortem findings 
and the clinical features were similar to those in the many 
previously reported cases. The authors agree with 
Vaughan and Harrison that the condition is the result of 
the concomitant development from a common source— 
namely, the primitive reticulum cell of Maximow—of 
extramedullary haematopoiesis and of myelosclerosis in 
response to an unknown stimulus. 

John F. Wilkinson 


Leuco-erythroblastosis, and 


787. The Effect of Thiocyanate in Polycythaemia. 
(Die Wirkung von Thiocyanat auf die Polycythamie) 

A. BeicKerT and D. JorKe. Klinische Wochenschrift 
(Klin. Wschr.] 31, 686-690, Aug. 1, 1953. 3. figs., 
19 refs. 

The results of treatment with thiocyanate [preparation 
not specified] in 5 cases of polycythaemia are reported 
from the Medical Clinic of the University of Jena. 
Three of the patients had polycythaemia vera, and 
2 probably had secondary polycythaemia. A daily dose 


of 1 g. of thiocyanate, reduced later in the course of 
treatment to 0-2 g. or 0-4 g., was given for 6 to 10 weeks. 
This resulted in reduction of the erythrocyte count to 
within normal limits and remission of symptoms in 6 
to 10 weeks in all cases. From changes observed in the 
reticulocyte count, erythrocyte fragility, and urinary 
urobilinogen content, it was concluded that the effect of 
thiocyanate was due to a combination of toxic depression 
of the marrow and of direct action on the circulating 
erythrocytes, resulting in haemolysis. Depression of 
erythropoiesis was considered to predominate. The 
effective dosage of thiocyanate was massive and approxi- 
mated closely to the toxic dose, and although the toxic 
symptoms observed were negligible, the authors are of 
the opinion that thiocyanate can be of general usefulness 
in the treatment of polycythaemia only if smaller doses 
given over a longer period prove to be equally bene- 
ficial. Mary D. Smith 


ANAEMIA 


788. Sickle-cell Trait and Blood-groups in Greece 

C. CHOREMIS, E. W. Ikin, H. LEHMANN, A. E. MOURANT, 
and L. ZANNOos. Lancet [Lancet] 2, 909-911, Oct. 31, 
1953. 2 figs., 19 refs. 


The sickle-cell trait occurs locally in Greece, but the 
high incidence reported by Caminopetros (Lancet, 1952, 
1, 687; Abstracts of World Medicine, 1952, 12, 135) has 
not been confirmed and was apparently due to his use of 
the Scriver—Waugh technique, in which a sealed specimen 
of blood is incubated anaerobically to reduce the haemo- 
globin. If this incubation is prolonged for more than 
24 hours, however, even normal erythrocytes undergo 
changes which resemble sickling, and the method of 
reduction with sodium metabisulphite or hydrosulphite 
is therefore more reliable. Since this fact was not 
appreciated at the time of Caminopetros’s survey, blood 
from 60 Athenians and 50 other Greeks (none of whom 
came from Petromagoula, where sickling is known to 
occur) was tested by the authors by chemical reduction, 
and none of the samples showed sickling. 

The blood-group gene frequencies of Greeks were also 
calculated on the basis of this sample. A frequency of 
9-6°%% was found for the cDY¥e chromosone, the incidence 
of which appears to be at its highest in the East Mediter- 
ranean area. George Discombe 


789. A New Method for the Differentiation of Sickle- 
cell Anaemia from the Sickle-cell Trait 

J. M. VANDeEPITTE and L. A. Louis. Lancet [Lancet] 
2, 806-810, Oct. 17, 1953. 2 figs., 20 refs. 


In Africa it is very important to differentiate between 
sickle-cell anaemia, which is incurable, and nutritional 
anaemia, which is curable, occurring in a subject with 
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the sickle-cell trait. This differentiation has hitherto 
been very difficult, especially in infants, and no com- 
pletely reliable method has been available. A new test 
is now described from the Princess Astrid Institute, 
Léopoldville, Belgian Congo, in which a fragment of 
bone marrow obtained by aspiration is placed on a slide, 
covered with a cover-slip, and squeezed gently, the pre- 
paration then being sealed with paraffin and examined 
wet. In 25 cases of true sickle-cell anaemia the fragment 
contained long, tangled, filamentous fragments of erythro- 
cytes, resembling a mycelium. In 2 other cases the 
filaments were scanty, but they were not seen at all in 
preparations from 12 patients with the trait only. 

The authors-suggest that the occurrence of these fila- 
mentous forms of erythrocyte is linked with the ab- 
normally short survival time of the erythrocytes of sickle- 
cell anaemia, as opposed to those of the trait, the 
sharply-pointed ends of the former enabling them to 
escape from the venous sinusoids into the interstices of 
the marrow stroma. Here the high oxygen consumption 
of-the richly cellular tissue results in further reduction of 
the abnormal haemoglobin and further crystallization, 
which causes extreme and irreversible deformity and 
filament formation, leading to lysis and phagocytosis. 
The erythrocytes in cases of sickle-cell trait escape this 
fate because very few circulate in the sickled form and 
are able to pass between the endothelial cells of the 
marrow sinusoids. George Discombe 


790. Sickle-cell Anaemia in the Accra District of the 
Gold Coast. A Review of Twenty Cases 

G. M. EpInGTon. British Medical Journal (Brit. med. 
2, 957-961, Oct. 31, 1953. 1 fig., 48 refs. 


Whereas it is agreed that sickle-cell anaemia is rela- 
tively common in the American negro, the majority of 
workers regard the disease as rare among Africans, 
although the incidence of the sickling trait among the 
latter may be more than double that found among the 
former. Recently published work, however, seems to 
show that sickle-cell anaemia may be more frequent in 
Africa than has been hitherto supposed, its manifestations 
being most commonly found among children and 
adolescents. 

After discussing the diagnostic criteria for sickle-cell 
anaemia and its differentiation from rheumatic fever, 
chronic haemolytic anaemia due to malaria, and thalas- 
saemia major, the present author reports 33 cases of 
sickle-cell anaemia diagnosed in the Accra district of the 
Gold Coast, in only 20 of which could the patient be 
examined in detail. None of these 20 was less than 5 
years old, 13 were between 6 and 20, and only one was 
over 40. The previous history in all cases was strikingly 
similar, with severe, recurrent attacks of pain in the 
larger joints. The first attacks were usually experienced 
in infancy, but in one case the first attack occurred at 
the age of 74 years. As with malaria in this area, crises 
tended to occur in the cold weather and to become less 
frequent with advancing years—one patient aged 44 had 
had no crisis for the past 9 years. The author therefore 
suggests that malaria may be the trigger mechanism 
initiating the crises of sickle-cell anaemia. 


HAEMATOLOGY 


In the 5 cases in which it was possible to examine the 
patient’s parents, the blood of both showed the sickling 
phenomenon, while the results of examination of other 
members of these families agreed with the homozygous 
theory of the inheritance of sickle-cell anaemia (Neel and 
Valentine, Genetics, 1947, 32, 38). On the other hand 
407 (18%) of 2,255 Gold Coast Africans examined in a 
routine survey showed the sickling trait, but the incidence 
of anaemia, which should have been 1% according to 
the homozygous theory, was only 0-05% (one case). It 
is not considered, however, that this finding destroys the 
validity of Neel’s theory since the survey included a high 
proportion of multiparous women, mothers at term, and 
newborn infants. These last are generally considered to 
be protected against sickle-cell anaemia, and women 
with sickle-cell anaemia rarely survive the early stages of 
their first pregnancy. It was perhaps significant that the 
only case was discovered among a group of 200 school- 
children aged 8 to 12 years. H. Lehmann 


791. Changes in the Metabolism of Lipids and Porphyrin 
in Thalassaemia. (Modificazioni del metabolismo dei 
lipidi e delle porfirine nell’anemia mediterranea) 

E. SCHWARZ-TIENE, G. CorDA, and P. CAREDDU. 
Minerva pediatrica [Minerva pediat. (Torino) 5, 829-836, 
Oct. 15, 1953. 7 figs., 13 refs. 


In 6 cases of thalassaemia major (Cooley’s anaemia) 
and 3 of thalassaemia minor studied at the Paediatric 
Institute of the University of Sassari, Sardinia, and also 
in the patients’ parents, the serum ‘phospholipid content 
was above, and that of free and total cholesterol below, 
the normal range, while the erythrocytes contained more 
fatty acids and neutral fats and less cholesterol than those 
of normal subjects. In another series of 10 patients with 
thalassaemia the erythrocytes were found to have an 
abnormally high protoporphyrin content, and urinary 
coproporphyrin excretion was increased in the 7 cases in 
which it was estimated; both were reduced by the ad- 
ministration of 200 mg. of nicotinamide daily for 10 to 
14 days. 

It is suggested that these metabolic abnormalities form 
part of the inherited disorder which gives rise to thalas- 
saemia, the impairment of haemoglobin formation being 
related to the abnormal lipid structure of the erythrocyte 
which results in a reduction in enzyme activity affecting 
particularly the assimilation of iron, leaving the synthesis 
of porphyrins undisturbed. George Discombe 


792. Splenectomy in Three Cases of Myelophthisic 
Anaemia 

C. Merskey and O. E. Buptz-OLsen. British Medical 
Journal (Brit. med. J.) 2, 537-540, Sept. 5, 1953. 3 figs., 
17 refs. 


In myelophthisic anaemia splenectomy is generally 
held to be contraindicated, since the spleen is regarded 
as the main site of extramedullary haematopoiesis. 
In this paper from the University of Capetown 
evidence is presented which suggests that in some cases 
haemolysis plays an important part in pathogenesis and 
that the influence of the spleen may be more harmful 
than beneficial. 
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The authors describe 3 cases of myelophthisic anaemia 
in which splenectomy was performed. The first patient, 
a man of 31, had myelophthisis associated with Gaucher’s 
disease. Removal of a grossly enlarged spleen was 
followed by dramatic improvement which was main- 
tained for two years. The second patient, a man of 66, 
had gout in addition to myelophthisis. The erythrocyte 
survival time, estimated by the Ashby technique, was 
shorter than normal, but became normal after splenec- 
tomy. The clinical condition of the patient also im- 
proved, but the remission was not complete. The third 
patient, a woman of 58, was referred to hospital because 
of unexplained anaemia and splenomegaly. In this case 
splenectomy was without benefit, but did no harm. 

The authors conclude that splenectomy should be 
considered in all cases of myelophthisic anaemia in which 
the patient loses ground despite repeated blood trans- 
fusion, especially if it can be demonstrated that erythro- 
cyte destruction is excessive. L. J. Davis 


793. Acquired Hemolytic Anemia. With Special 
Reference to the Antiglobulin (Coombs’) Reaction 


J. V. Dacte. Blood [Blood] 8, 813-823, Sept., 1953. 
21 refs. 


An extension of previous work on the serology of 
acquired haemolytic anaemia (J. clin. Path., 1951, 4, 253) 
is reported, particularly on the direct and indirect anti- 
globulin (Coombs’s) test for differentiating between 
“warm and cold’ antibodies. Full details are given 
of the methods employed at the Postgraduate Medical 
School of London in a study of 18 patients with acquired 
haemolytic anaemia. It was found that the abnormal 
antibodies present in the serum were of the warm type 
in 11 patients and of the cold type in 7. There was little 
correlation between the type found and the clinical classi- 
fication, except that the presence of cold antibodies 
appeared to be characteristic of the haemolytic anaemia 
of virus pneumonia. Moreover, the differentiation was 
no guide to the likely result of splenectomy. 

M. C. G. Israéls 


794. Serum Vitamin B;2 Concentrations of Patients 
with Megaloblastic Anaemia after Treatment with 
Vitamin B,>, Folic Acid, or Folinic Acid 

D. L. MOoLuiN and G. I. M. Ross. British Medical 
Journal (Brit. med. J.] 2, 640-645, Sept. 19, 1953. 17 refs. 


The authors have studied, at the Postgraduate Medical 
School of London, the concentration of vitamin B;> in the 
serum of patients with megaloblastic anaemia after treat- 
ment with vitamin B;> (cyanocobalamin), folic acid, or 
folinic acid. The mean cyanocobalamin concentration 
in the serum of normal subjects is 320 wg. per ml., with 
a lower limit of 100 xg. per ml. The level in patients 
with pernicious anaemia was considerably below the 
normal range, the mean figure being less than 40 ppg. 
per ml., but the concentration rose to within the 
normal range after a single intramuscular injection of 20 
to 1,000 ng. of cyanocobalamin. The bigger the dose, 
the longer was the serum level maintained at a normal 
figure. When the serum cyanocobalamin concentration 
was normal, haematopoiesis was normoblastic; but 


when the concentration fell below the normal range 
haematopoiesis was megaloblastic. Intramuscular injec- 
tions of 40 zg. of cyanocobalamin every 10 days, or of 
160 pug. every 21 days, maintained the serum level of the 
vitamin in most patients within the normal range, but 
the authors regard these doses as minimal and recom- 
mend much larger doses—up to 5 mg. in the early stages— 
both to supply enough for active haematopoiesis and to 
replenish body reserves. The administration of folic 
acid and folinic acid was without effect on the serum 
level of cyanocobalamin. 

[This is an important paper, not only from its theo- 
retical interest but as a guide to therapy. Clearly, if for 
the sake of convenience maintenance injections are given 
only at monthly intervals, then the dose given should be 
larger than has been thought necessary for the best 
clinical results. The authors suggest giving at least 80 
to 100 zg. monthly or 40 to 60 jg. every 2 weeks if the 
body stores are to be maintained and the serum level 
kept within the normal range.] Janet Vaughan 


795. Vitamin B;> in Nutritional Macrocytic Anaemia 

C. R. Das Gupta, J. B. CHATTERJEA, and P. Basu. 
British Medical Journal [Brit. med. J.] 2, 645-649, 
Sept. 19, 1953. 13 refs. 


At the School of Tropical Medicine, Calcutta, the 
authors have studied the efficacy of vitamin B)2 (cyano- 
cobalamin) in the treatment of nutritional macrocytic 
anaemia in Indian subjects. The authors found that 
although initially 14 (64°) of their 22 patients showed 
good improvement, this was sustained in only 5 cases 
(23%). Improvement was generally greatest in those 
who received the highest total doses of cyanocobalamin 
(300 yg. or more), but this was not invariably so. 
Folic acid and crude liver extract provoked adequate or 
better response in most of the cases which did not respond 
to cyanocobalamin. It is suggested that the results 
indicate that nutritional macrocytic anaemia is dependent 
primarily upon a deficiency of folic acid and only second- 
arily upon a deficiency of cyanocobalamin. 

[In view of the results reported by Mollin and Ross 
[see Abstract 794] it is unfortunate that in this study 
the supplies of cyanocobalamin were limited and the 
dosage in some cases small. It would clearly be of 
extreme interest to determine the serum levels of the 
vitamin before and after treatment in patients with 
nutritional macrocytic anaemia. The reports in the 
literature as to the effects of treatment with cyanoco- 
balamin are at present confusing and suggest that the 
serum levels may well be variable.] Janet Vaughan 


796. Diphyllobothrium latum and Pernicious Anaemia. 
(Diphyllobothrium latum und pernizidse Anamie) 

B. voN BonsporFF. Acta haematologica [Acta haemat. 
(Basel)| 10, 129-143, Sept., 1953. 9 figs., 23 refs. 


The pathogenesis of megaloblastic anaemia associated 
with infestation by the tapeworm Diphyllobothrium latum 
is briefly discussed, and the author concludes from his 
observations that the worm competes with the host for 
extrinsic factor and, particularly, for cyanocobalamin 
(vitamin 
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At the University Medical Clinic, Helsinki, varying 
combinations of cyanocobalamin, normal gastric juice, 
meat, and dried worm extract were given to patients with 
Addisonian anaemia or megaloblastic anaemia asso- 
ciated with this type of infestation. The results indicated 
that extrinsic factor was present in the worm extract, 
since a dose of 5 to 10 g. of powdered worm extract given 
with 100 ml. of normal gastric juice daily for 8 days 
produced remission in cases of true pernicious anaemia; 
in some cases administration of worm extract alone 
brought about remission. Parenteral administration of 
the dried worm extract also produced response. Micro- 
biological assays using Lactobacillus leishmannii and the 
infusorium Euglena gracilis showed that the extract of 
Diphyllobothrium latum had an average activity per 
gramme of dried worm equal to 2 to 3 yg. of cyanoco- 
balamin. 

Studies on the number and position of the worms 
and the situation of eggs revealed that megaloblastic 
anaemia bore no relation to the degree of infestation but 
occurred only when the tapeworms were situated in the 
upper jejunum. Development of anaemia was favoured 
by a diet poor in protein such as existed in wartime, 
diminished production of the intrinsic factor, and by 
repeated worm infection. Mary D. Smith 


LEUKAEMIA 


797. Preleukemic Acute Human Leukemia 

M. BLock, L. O. JAcoBSON, and W. F. BETHARD. Journal 
of the American Medical Association [J. Amer. med. Ass.]} 
152, 1018-1028, July 11, 1953. 


The authors report observations made on 12 patients 
at the Argonne Cancer Research Hospital, Chicago, 
during the preleukaemic and transitional phases of acute. 
leukaemia; 10 of the patients were adult women, their 
ages ranging from 33 to 75 years. The preleukaemic 
phase in 9 of the 10 varied in duration from 3 to 27 
months, with an average of 12 months, the remaining 
patient having not yet entered the leukaemic phase after 
60 months. The acute leukaemic phase was of relatively 
short duration, lasting little more than a month in most 
instances. 

Evidence of enlargement of the haematopoietic organs 
was not found until the patient had entered the leukaemic 
phase, but the preleukaemic period was generally charac- 
terized by clinical manifestations of deficiency of at least 
one of the myeloid elements, usually the platelets. Pur- 
pura or some other evidence of haemorrhagic tendency 
was the commonest presenting symptom. The diagnoses 
considered during this phase included primary refractory 
anaemia with hyperplastic marrow, acquired haemolytic 
anaemia, toxic aplasia of the marrow, toxic neutropenia, 
aplastic anaemia, hypersplenism, primary or secondary 
thrombocytopenic purpura, haemochromatosis, and post- 
menopausal osteoporosis. Immature cells tended to 
appear in the peripheral blood towards the end of the 
preleukaemic phase, but the characteristic haemato- 
logical features of acute leukaemia were not seen until 
the patient had definitely entered the leukaemic phase. 


The most characteristic early change in the bone marrow 
during the preleukaemic phase was arrest of maturation 
and aplasia of the granulocyte series. This was accom- 
panied by changes in the erythroblastic tissue, which 
varied in cellularity from extreme aplasia to extreme hy- 
perplasia. There was no marked abnormality in biopsy 
specimens of the liver and spleen during the preleukaemic 
phase. 

The onset of the leukaemic phase was heralded by the 
appearance of stem cells and promyelocytes, and not until 
then could the diagnosis be confirmed. 

R. Winston Evans 


798. Observations on the Treatment of Acute Leuk- 
aemia, with Particular Reference to the Action of the 
Citrovorum Factor (Leucovorin). (Quelques considéra- 
tions sur le traitement des leucémies aigués, avec une 
étude particuliére sur l’action du citrovorum facteur 
(leucovorine)) 

F, JIMENEZ DE ASUA. 
1 fig. 


In this paper from the Centro Gallego, Buenos Aires, 
the author discusses the action of the citrovorum factor 
(** leucovorin ’’) when used along with folic acid antag- 
onists in the treatment of acute leukaemia, and describes 
its effect in 8 cases. In the first group of 4 children, 
ulceration of mucous membranes had developed while 
folic acid antagonists were being given; when leucovorin 
was added to the treatment the lesions healed without 
affecting the action of the folic acid antagonists. In 
another child a remission was obtained without toxic 
effects when leucovorin and folic acid antagonists were 
given together, but when the latter substances were given 
alone during a relapse, lesions of the mucous membranes 
appeared. In a further group of 3 children, who had 
become insensitive to the usual doses of folic acid 
antagonists, increased doses of these together with leuco- 
vorin were given without producing any remission of the 
disease. T. M. Pollock 


Sang [Sang] 24, 592-599, 1953. 


799. Bone Marrow Changes in Patients with Chronic 


Leukemia Treated by Splenic X-irradiation. Preliminary 
Report 
F. W. Gunz. Blood [Blood] 8, 687-692, Aug., 1953. 
8 refs. 


The changes which take place in the bone marrow of 
leukaemic patients in response to local x-irradiation of 
the spleen were studied at Christchurch Hospital, Christ- 
church, New Zealand. Examination of bone-marrow 
smears from 8 cases of chronic myeloid leukaemia after 
irradiation of the spleen showed a significant increase 
in the number of nucleated erythrocytes and a decrease 
in that of myeloid cells. No significant rise in the fre- 
quency of mitosis as determined before and 24 hours 
after the last treatment with x rays was observed, but in 
smears examined 80 minutes after the first treatment 
there was a significant reduction in the number of mitoses 
in the immature myeloid cells but no such reduction in 
the immature erythrocytes. No change in mitotic 
activity was observed after x-irradiation of areas other 
than the spleen. Marjorie Le Vay 
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Respiratory System 


800. The Mechanism of Syncope after Coughing 
E. P. SHARPEY-SCHAFER. British Medical Journal [Brit. 
med. J.) 2, 860-863, Oct. 17, 1953. 4 figs., 12 refs. 


Syncope after coughing is much more common than 
has been supposed. At St. Thomas’s Hospital, London, 
27 middle-aged men with a history of syncopal attacks 
after coughing were investigated, and it was found that 
normal physiological mechanisms only were involved. 
The circulatory effects were proportional to the violence 
and duration of the coughing attacks, during which 
intrathoracic pressures of 200 to 300 mm. Hg were 
reached. During prolonged, continuous coughing the 
circulatory changes were essentially similar to those of 
the Valsalva manceuvre, and the syncope usually occurred 
during the succeeding period of acute arterial hypo- 
tension. Intermittent coughing caused large fluctuations 
in intrathoracic pressure and also peripheral vasodilata- 
tion, in contrast to the vasoconstriction following long 
continuous coughing bouts. 

Attempts to alter the patients’ bad habit of violent 
coughing were not successful. During repeated investi- 
gations, however, in which it became increasingly diffi- 
cult to induce the patients to produce the required 
intrathoracic pressure, they began to learn that violence 
was the cause of the syncope and finally expressed 
unwillingness to cough themselves unconscious” to 
please the investigator. J. R. Bignall 


801. Fibroma of the Visceral Pleura 
C. Price THoMAS and C. E. Drew. Thorax [Thorax] 
8, 180-188, Sept., 1953. 17 figs., 7 refs. 


Intrathoracic fibroma may occur in the bronchi, parietal 
pleura, mediastinum, or visceral pleura. In this paper 
from the Brompton and Westminster Hospitals, London, 
6 cases of fibroma of the visceral pleura are reported. 

The patients, 2 men and 4 women, were over 55 years 
of age. Symptoms generally were pain, cough, and 
dyspnoea, but a striking feature of the clinical’ picture 
was osteoarthropathy, 4 of the patients complaining of 
* rheumatism ”’. 
antedated the chest symptoms by many years, were 
dramatically relieved by operation. The authors state 
that no lesion is so constantly associated with hyper- 
trophic osteoarthropathy as fibroma of the visceral 
pleura; there is no such association, however, with 
fibrous tumours elsewhere in the chest. 

It is pointed out that when the tumour is large, radio- 
logical examination reveals a dense, sharply circumscribed 
opacity, but that the diagnosis cannot be made on this 
finding alone. While bronchoscopy helps to exclude 
intrabronchial lesions, the diagnosis is not usually 
established until the chest is opened. 

In the present series the tumour appeared on macro- 
scopical examination to be benign in 5 of the 6 cases. 
Histologically, some parts of the tumour were acellular, 


The joint symptoms, which in 5 cases © 


with masses of collagen, while others showed marked 
cellularity and pleomorphism with necrosis, suggesting 
malignancy. It is suggested that these fibromata behave 
benignly for a very long time, later becoming locally 
invasive, particularly after surgical intervention. 

In the authors’ view the tumour, even in the absence 
of symptoms, should be removed with a sliver of lung or 
parietal pleura wherever it is adherent. Such tumours 
are potentially malignant and may reach a size which 
could cause death by compression of surrounding struc- 
tures. Lobectomy or pneumonectomy may be required. 
Radiotherapy, in the one case in which it was tried, was 
ineffective. R. B. Lucas 


LUNGS AND BRONCHI 


802. Pulmonary Interstitial Emphysema 

G. HERRNHEISER and J. P. WHITEHEAD. British Journal 
of Radiology [Brit. J. Radiol.] 26, 519-524, Oct., 1953. 
8 figs., 17 refs. 


The occurrence of radiological changes in the lungs 
following trauma to the chest wall insufficient to fracture 
the ribs has been noted and reported by a number of 
authors—the literature is briefly reviewed—but most of 
the appearances seen have been described as pulmonary 
opacities due to haemorrhage into the lung parenchyma. 
In the present paper the authors describe 2 cases admitted 
to St. Margaret’s Hospital, Epping, Essex, in which small 
bullae were outlined in the damaged lung, either by their 
relative translucency or by a linear marginal opacity. 
It was confirmed at necropsy in one case (a boy aged 5 
who was the victim of a road accident) that these bullae 
were the result of air being forced into the interstitial 
tissue of the lung and producing a picture characteristic 
of a *“* pulmonary interstitial emphysema’’. The authors 
suggest that if this particular radiological appearance 
were better known it would be recognized more frequently. 

J. Robertson Sinton 


803. Relief of Postthoracotomy Pain 
W. R. DEATON and H. H. BRADsHAW. Surgery, Gyne- 


cology and Obstetrics [Surg. Gynec. Obstet.] 97, 140-142, 
Aug., 1953. 3 refs. 


One of the drawbacks to intercostal nerve block for 
the relief of pain of thoracic origin is the short duration 
of the analgesia obtained with the more commonly used 
agents, such as procaine. The present authors describe 
a trial of a new long-lasting analgesic, ‘‘ efocaine”’, the 
active ingredients of which are procaine 1%, procaine 
hydrochloride 0:25%, and butyl-p-aminobenzoate 5%, 
dissolved in a mixture of polyethylene glycol-300 and 
propylene glycol; in the tissues the active ingredients 
crystallize out to form a depot which is slowly absorbed 
over a period of days, providing local analgesia. 
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Intercostal nerve block with efocaine was induced in 
84 patients undergoing a one-stage thoracic operation— 
for example, lobectomy or pneumonectomy; in 65 of 
these the results were satisfactory as judged by the dosage 
of morphine necessary after operation, by skin anaes- 
thesia, and by the patient’s readiness to cough and general 
well-being. In 16 further patients efocaine was given 
during at least one stage of a multiple-stage operation, 
so that the patients acted as their own controls. It was 
found that the average daily dose of morphine after 
intercostal nerve block was 18 mg. as compared with 
33 mg. after operation without nerve block. The 
average duration of the skin anaesthesia in successful 
cases was 15-2 days. S. F. Stephenson 


804. The Determinations of Blood Flow through Non- 
ventilated Portions of the Normal and Diseased Lung 

R. H. Witson, R. V. Epert, C. W. Borpben, R. T. 
PEARSON, R. S. JOHNSON, A. FALK, and M. E. DEMPSEY. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
68, 177-187, Aug., 1953. 5 figs., 18 refs. 


The magnitude of the shunt of blood through non- 
ventilated lung was measured by the method of Berggren. 
Studies were performed in normal human beings and in 
patients with various types of pulmonary disease. The 
mean magnitude of the shunt in 11 normal persons was 
10% of the total pulmonary blood flow. In chronic 
pulmonary disease, the magnitude of the shunt of blood 
through the non-ventilated lung was small. 

Twenty patients with unilateral pulmonary disease 
associated with diminution in oxygen uptake of the 
involved lung: as measured by bronchospirometry were 
studied. The magnitude of the shunt was small and 
there was no correlation between the degree of reduction 
of oxygen uptake and the magnitude of the shunt. This 
is evidence that the diminution in oxygen uptake is 
accompanied by a diminution in blood flow to the 
involved lung.—[Authors’ summary.] 


805. Antibiotics in Chronic Bronchitis 
J. R. May. Lancet [Lancet] 2, 899-902, Oct. 31, 1953. 
1 fig., 6 refs. 


In a previous communication (Lancet, 1952, 2, 1206; 
Abstracts of World Medicine, 1953, 14, 49) the author 
described a study of the bacteriology of chronic bron- 
chitis, from which he concluded that Haemophilus in- 
fluenzae and the pneumococcus were probably the most 
important pathogens in this disease. In the further 
investigation reported here from the Brompton Hospital, 
London, he studied the effects of eradicating certain sup- 
posed pathogens one by one by chemotherapy on the 
sputum and on the general condition of 22 patients with 
chronic bronchitis. The techniques for obtaining 
representative samples of sputum for bacteriological 
investigation and for pus-cell counts are described. 

No correlation was found between the presence or 
absence of Streptococcus viridans, Neisseria catarrhalis, 
Staphylococcus albus, or non-haemolytic streptococci and 
the presence or absence of pus, suggesting that these 
organisms were non-pathogenic. Such correlation was, 
however, found in greater or lesser degree in the case of 


certain other bacteria, principally the pneumococcus and 
H. influenzae, but in some cases also with Staph. aureus 
and Friedlander’s bacillus. 

Penicillin was considered to be the antibiotic of choice 
for the treatment of pneumococcal infections, eradicating 
the organism from the sputum in all cases in which it 
was present, although relapse occurred in 3 cases in which 
this antibiotic was given alone. Streptomycin eliminated 
H. influenzae from the sputum in 4 out of 5 cases, but all 
relapsed after varying periods; chloramphenicol was 
also effective in removing H. influenzae, but relapse 
occurred rapidly on stopping treatment; aureomycin was 
almost completely ineffective against H. influenzae. 

The author observes that although treatment with 
antibiotics reduced the pus content and the volume of 
the sputum in these cases, the subjective condition of 
many patients became worse, as the residual mucoid 
sputum was extremely tenacious E. G. Rees 


806. Bilateral Bronchiectasis. A Clinical and Physio- 
logic Evaluation of the Results of Surgical Treatment 
E. P. MANNIX, F. GeRBASI, C. E. O'BRIEN, R. H. ADLER, 
W. A. McA cpinge, and H. Kerr. Journal of Thoracic 
Surgery [J. thorac. Surg.] 26, 140-155 and 179-183, Aug., 
1953. 7 figs., 22 refs. 


The clinical and functional results in 13 cases of 
bilateral bronchiectasis treated surgically at the Uni- 
versity of Michigan Hospital, Ann Arbor, are reviewed. 
In 3 cases pneumonectomy was performed, there being 
a minimal degree of bronchiectasis in the remaining lung. 
All these patients (adult males) were improved symp- 
tomatically and only one remained dyspnoeic, though 
less so than before the operation, yet serial physiological 
tests showed that respiratory function was slightly 
impaired in all of them. The follow-up period was from 
2to3 years. Bilateral lobar or segmental resections were 
performed on 10 patients ranging in age from 14 to 
51 years. Of these, 2 died some time after the operation, 
one from pulmonary tuberculosis and one from respira- 
tory insufficiency, while of the remaining 8 patients, 
3 were greatly, 4 moderately, and 1 slightly improved 
symptomatically after operation. Dyspnoea, however, 
was increased in 3 patients and appeared for the first 
time in 4 others after the second operation, the objective 
tests showing a corresponding reduction in pulmonary 
function. In 3 instances there was radiographic evidence 
of the development of new lesions or the progression of 
pre-existing lesions. [It is difficult to decide, on the 
evidence presented, whether there was in fact progression 
of the disease or whether the preoperative bronchograms 
were imperfect and failed to outline adequately all the 
broncho-pulmonary segments. Several of the broncho- 
grams are poorly reproduced.] 

Respiratory insufficiency after resection may be attri- 
buted to a variety of factors, one or more of which may 
operate in any particular case. Residual lesions, the age 
of the patient, the presence of asthma or emphysema, the 
lack of pulmonary tissue, and the occurrence of pleural 
complications may all influence the final result. It is 
perhaps significant that the best results were obtained in 
the younger patients and the worst in the older group. 

W. P. Cleland 
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Otorhinolaryngology 


807. Experimental Observations on Sound Conduction 
in the Middle and Inner Ear 

H. G. Kosrak. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol. (St Louis)| 62, 748-756, Sept., 
1953. 4 figs., 5 refs. 


In experiments carried out at the University of Chicago 
the vibration of the human ear-drum and ossicles in 
response to sound waves was examined under strobo- 
scopic light ; two types of vibration were demonstrated 
in the stapes, one being around an axis parallel to the 
footplate. A phase difference between the round and 
oval windows was evident; it was constant at about 
180 degrees. On intense stimulation the stapes lagged 
behind the ear-drum vibrations, a gliding motion being 
observed at the incudo-stapedial junction. The ampli- 
tude of movement of the round-window membrane was 
greater than that of the stapes. 

Observations made on the rabbit’s ear exposed through 
the ventral wall of the bulla ossea showed that the tensor 
tympani contracts slowly and lessens vibration, so that 
it guards the inner‘ ear against loud sounds; there is no 
movement of the drum when the tensor tympani con- 
tracts. When the stapedius muscle contracts, the stapes 
is pulled backwards. The conduction of sound in the 
inner ear was studied in cats through windows drilled 
through the otic capsule. When the stroboscope and 
microscope were used, oscillations from sound could be 
seen in both scalae, but in opposite phase, a strip of 
cochlear partition vibrating between the two scalae. 
There was a slight phase lag between the vibration of the 
cochlear partition and the ear-drum, corresponding to 
the time taken by the vibration to travel across the middle 
ear. A point of maximum stimulation could be seen 
on the cochlear partition. William McKenzie 


808. Some Remarks about Dizziness—its Diagnostic 
Significance and Treatment 

W. J. McNALLy. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol. (St Louis)| 62, 607-629, Sept., 
1953. 39 refs. 


It is pointed out that when a patient complains of 
dizziness suppurative otitis media as an aetiological 
factor must first be excluded, vestibular tests being 
carried out at once. Ina series of 200 cases of dizziness 
lesions of the central nervous or cardiovascular system 
were found in 70 and Méniére’s disease in 60; in the 
remaining 70 cases the dizziness was due to other causes 
—the so-called ** pseudo Méniére’s syndrome”’. In the 
author’s view positional nystagmus and directional pre- 
ponderance are not sufficiently well established signs to 
be of diagnostic significance. 

The operation of choice in a case of unilateral Méniére’s 
disease which resists medical treatment is destruction of 
the labyrinth. Intracranial section of the eighth nerve 
IS 4 more dangerous procedure, and the hearing deterior- 


ates afterwards, even when the nerve is only partly cut 
in order to spare the cochlear portion; in the most 
experienced hands it has resulted in complete paralysis 
of the facial nerve in 10% of cases. Sympathectomy, 
which has been advocated from time to time, gives rise 
to Horner’s syndrome, but the hearing sometimes im- 
proves afterwards. 

In assessing the value of any method of treatment 
consideration must be given to the frequent and long 
remissions which are characteristic, whatever the cause 
of the dizziness; in the author’s series the average dura- 
tion of such remissions was 4 years. 

William McKenzie 


809. Labyrinthine Hypotension. 
labyrinthique) 
R. Mayoux. Annales d’oto-laryngologie [Ann. Oto- 
laryng. (Paris)] 70, 269-281, 1953. 


Our concepts of vestibular pathology have been built 
up almost entirely on the assumption that a state of 
hypertension exists in the diseased labyrinth. The pre- 
sent author’s observations have led him to conclude that 
in many cases the condition is one of labyrinthine hypo- 
tension, with clinical features identical to those of 
labyrinthine hypertension and responding to injections 
of distilled water. It must not be confused with the 
vertigo caused by prolonged arterial hypotension in cases 
of anaemia or haemorrhage, or that sometimes occurring 
in the aged as a result of sudden head movements, which 
has also been attributed to arterial hypotension. He 
records 21 cases of vertigo which were improved or cured 
by injections of distilled water, while in 5 out of 6 cases 
apparently cured by this method the injection of hyper- 
tonic saline caused the vertigo to reappear. In other 
instances a single injection of hypertonic saline aggravated 
vertigo which was subsequently alleviated by distilled 
water. 

Labyrinthine hypotension is of obscure aetiology. 
Its incidence is less than that of labyrinthine hy- 
pertension and it is seen most often in young subjects. 
In 14 of the 21 cases observed the arterial blood pressure, 
and therefore probably the pressure in the internal 
auditory artery, was low. Some form of vasomotor dis- 
turbance may possibly be the cause. The symptoms are 
vertigo, tinnitus, and some loss of hearing, and vestibular 
tests usually show hypo-excitability. The labyrinthine 
symptoms of hypotension are thus identical with those of 
hypertension; in fact the two states may follow each 
other in the same subject, injection of distilled water being 
successful in the first place and the relapse responding 
only to hypertonic saline. Further study of this subject 
is indicated. The author gives details of several cases 
which he has treated. E. D. Dalziel Dickson 


(L’ hypotension 


‘See also Pathology, Abstract 670. 
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810. The Incidence of Chronic Infection of the Maxillary 
Sinus in Children 

S. MAwson and J.D. Gray. Journal of Laryngology and 
Otology {J. Laryng.] 67, 556-566, Sept., 1953. 4 figs., 
12 refs. 


The incidence of chronic maxillary sinusitis in children 
was studied at the Belgrave Hospital for Children, 
London, by examination of the antrum in 50 patients 
(‘“‘ unsuspected cases’) admitted for the removal of ton- 
sils and adenoids and in 77 patients in whom chronic 
maxillary sinusitis was suspected. In 11 of the 50 un- 
suspected cases there was evidence of infection in the 
antral washings, as revealed by the gross macroscopic 
appearances in 5 and by culture in 6. Pathological 
evidence of infection was found in 35 of the 77 suspected 
cases. From the amount of fibrin present, the state of 
the polymorphonuclear leucocytes, and the staining pro- 
perties of the organisms as shown on bacteriological 
examination of the antral washings it was possible to 
distinguish between an infection of short duration and a 
chronic infection. G. E. Stein 


811. The Use of Intradermal Procaine Blockade in 
Acute Tonsillitis. BHyTPpHKOXKHOH HOBO- 
KaHHOBOH MPH aHrHHax) 

M. S. MIKHAiLOvsKIil. Becmuux Omo-puxo-aapunzo- 
fozuu (Vestn. Oto-rino-laring.| 56-58, No. 4, July—Aug., 
1953. 1 fig., 8 refs. 


Investigations by Mlechin and Piskun (Vestn. Oto- 
rino-laring., 1952, No. 6, 34; Abstracts of World Medi- 
cine, 1953, 14, 52) have shown that the tonsils are richly 
endowed with sensory nervous receptors. Tonsillar 
inflammation must therefore cause strong sensory 
stimulation of the central nervous system and create 
a focus of excessive irritation in the cortex. That the 
sensory supply of the tonsils is linked with that of the 
skin of the neck over the tonsillar area is suggested by 
the occurrence of hyperaesthesia of the skin in that 
region during acute tonsillitis. Moreover, the injection 
of procaine into the appropriate area of skin brings about 
analgesia of the tonsils which is even considered by some 
authors to be adequate for the performance of tonsil- 
lectomy. The present author has used procaine injected 
intradermally below and around the angle of the mandible 
for the relief of distressing symptoms in cases of acute 
tonsillitis and peritonsillar abscess, and has found that it 
produces a most favourable effect on the pain and trismus 
as well as on the general course of the illness. The effect 
was more obvious and dramatic when the injection was 
performed in the early stages than on the second or 
third day of the illness. P. T. Sander 


812. X-ray Treatment of Laryngeal Papillomatosis in 
Children. (Pentrenorepanua rop- 
TaHH y 
M. M. Mints and D. M. RUTENBURG. 
[Vestn. Oto-rino-laring.] 
No. 4, July—Aug., 1953. 


A series of 56 cases of laryngeal papillomatosis in 
children have been treated by the authors with radio- 
therapy, which was given daily to two fields 3:5 cm. 


Becmuux Omo- 
16-19, 


square, one on each side of the larynx, the technical 
factors being: target-skin distance 30 cm., 185 kV, 
10 mA, 1 mm. Cu and 1 mm. Al filter. A dose of 87-5 
to 100 r daily was given to each side of the larynx 
according to the patient’s age. Hard papillomata proved 
to be more resistant than the soft ones. Although 
clinical recovery in favourable cases was obtained after 
8 to 10 sittings with an average total dose of 1,792 r, 
some cases required as much as 3,500 r and even more. 
Therefore an average dose of 3,200 r was.used, and did 
not produce any serious complications such as necrosis 
of the cartilages or alteration of their normal growth. 
The patients ranged in age from 2 to 14, but most 
were between 3 and 5; among them were 17 on whom 
tracheotomy had previously been performed. Of the 
56 patients, 5 did not show any signs of improvement, 
19 improved, and 32 recovered clinically. Relapse 
occurred in 11 of the 32 cases in the last group and in 
2 of those in the second group; these were solitary 
papillomata which were successfully removed surgically. 
Of the 17 patients on whom tracheotomy had had to be 
performed before treatment, 12 could dispense with the 
tube after treatment. Although the treatment described 
appeared to be very effective in most cases, the authors 
stress the fact that the period of observation—from a 
few months to 24 years—has not yet been long enough 
for the danger of relapse or serious x-ray effects on the 
cartilages and other structures of the larynx to be ruled 
out. P. T. Sander 


813. The Use of Intradermal Procaine Blockade in 
Tuberculosis of the Larynx. (Ilpumenenue 
BHYTPHKO)KHOH -HOBOKAMHOBOH Ty- 
6epkysiese ropTaHn) 

S. F. Sipuv’. Becmuux Omo-puno-aapunzorceuu [Vestn. 
Oto-rino-laring.] 21-22, No. 4, July—Aug., 1953. 


The intradermal injection of 60 to 100 ml. of a 0-25%, 
solution of procaine into the anterior and posterior, as 
well as the lateral, aspects of the neck has been used by 
the author as a means of overcoming dysphagia in 
laryngeal tuberculosis. During the past 14 years 68 
cases have been treated in this way, a single blockade 
having been performed in 20 cases, and 2 to 6 blotkades 
in 48. In 61 cases the dysphagia disappeared on. the 
3rd or 4th day after the injection. In 7 cases the effect 
was incomplete or of short duration, all these being cases 
of exudative tuberculosis in the phase of disintegration. 
Freedom from pain lasted generally from 2 weeks to 
24 months after the injection; in certain cases it lasted 
5 to 8 months. The blockade was repeated either imme- 
diately on the return of pain or 3 to 4 weeks after the 
previous injection, according to the findings on examina- 
tion. After treatment, infiltration and oedema of the 
larynx tended to subside, especially if the patient was 
being treated with PAS. Blockade was not effective in 
cases in which the laryngeal cartilages were involved in 
the process. 

Of the 68 patients who underwent this treatment, 9 
recovered clinically, 23 were improved, 11 remained 
without appreciable change, the condition of 14 de- 
teriorated, and 11 died. P. T. Sande 
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814. The Physiology of Hyperchloremic Acidosis 
following Ureterosigmoidostomy: a Study of Urinary 
Reabsorption with Radioactive Isotopes 

M. L. ROSENBERG. Journal of Urology [J. Urol. (Balti- 
more)| 70, 569-580, Oct., 1953. 3 figs., 17 refs. 


The electrolyte imbalance resulting from bilateral 
ureterosigmoidostomy was studied in experiments per- 
formed on dogs at Stanford University School of Medi- 
cine, San Francisco. Radioactive isotopes were used as 
tracer substances, and blood from the sigmoid veins was 
analysed. The results were correlated with the findings 
in 12 cases of total cystectomy and bilateral uretero- 
intestinal anastomosis in man. 

A first group of 27 experiments were carried out on 
4 dogs which had undergone bilateral ureterosigmoido- 
stomy 2 to 6 months previously, 8 normal dogs being 
used as controls. Radioactive iodine (1311), phosphorus 
(32P), and sodium (24Na) were each administered per 
rectum in distilled water (the dose of 13!1I and 32P being 
1 me. and that of 24Na 100 yc.) and the rate and degree 
of their absorption through the mucosa of the sigmoid 
colon estimated. Sodium and iodine (and therefore 
presumably chlorine) were found to be absorbed almost 
entirely and at similar rates so that, dose for dose, there 
would appear to be no selective absorption of chloride 
without sodium. In the normal animals 32P was ab- 
sorbed to the extent of 60°% of the dose given, whereas in 
the experimental animals only infinitesimal amounts 
were absorbed; however, when 32P was given to the 
normal animals in urine instead of distilled water none 
was absorbed. It is therefore concluded that, in urine, 
phosphate is bound in some manner to cations which 
prevent its absorption. It was also determined that the 
absorption of electrolytes from the bowel is the same in 
an animal with ureterosigmoidostomy whether acidosis 
is present or not. In a second group of experiments the 
ammonia, chloride, and urea content and the pH of 
blood from the sigmoid, portal, and peripheral veins were 
compared in 2 experimental and 2 control animals. 
The pH of the sigmoid venous blood of the experimental 
animals was found to be significantly lower than that of 
peripheral blood, whereas the amounts of ammonia, 
chloride, and urea in it were higher. In the control 
animals the figures for sigmoid, portal, and systemic 
blood were the same except for the ammonia content, 
which was slightly increased in the sigmoid blood. 

It is suggested that the blood returning from the 
sigmoid in animals with a_ uretero-sigmoid anasto- 
mosis contains an excess of anions, principally chloride, 
and is therefore acid in reaction; the acidosis thus pro- 
duced is combated in the kidney by the excretion of 
Increased amounts of ammonia and titratable acid so 
that a vicious cycle is set up and the sigmoid is presented 
with more and more acid salts for reabsorption. The 
author considers that this mechanism, and not renal 
lub !ar damage, is primarily responsible for the develop- 
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ment of hyperchloraemic acidosis in persons with bi- 
lateral uretero-intestinal anastomosis, and observations 
on 12 patients are presented in support of this thesis. 

A. Swan 


815. Effect of Dialized Concentrated Human Urine on 
Renal Function in the Human Being 

J. Nicwois. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.] 42, 685-687, Nov., 1953. 5 refs. 


816. Prostatic Dyspepsia 
B. E.C. STANLEY. British Medical Journal (Brit. med. J.) 
2, 423-424, Aug. 22, 1953. 1 ref. 


The author’s thesis is that a syndrome of gastro- 
intestinal disturbance, with anorexia, nausea, epigastric 
discomfort, and loss of weight, is not uncommon in 
patients with prostatic obstruction. He reports 18 cases, 
3 in detail, in which the result of gastroenterological 
examination was negative, urinary symptoms were absent, 
and there was no evidence of impaired renal function. 
Further investigation revealed a high level of residual 
urine and in some cases a trabeculated bladder. The 
digestive symptoms cleared up after prostatectomy. 

The author considers that “* prostatic dyspepsia ”’ is a 
definite entity, the significance of which is often not 
recognized until there is evidence of renal impairment. 

K. Whittle Martin 


817. Metabolism of Testosterone by Neoplastic Human . 
Prostate 

H. M. Lemon, H. H. Wotiz, and T. RoBITscHER. Journal 
of Clinical Endocrinology and Metabolism [J. clin. Endo- 
crin.] 13, 948-956, Aug., 1953. 11 refs. 


In this study, carried out at various Boston hospitals 
and Boston University School of Medicine, prostatic 
tissue was removed at operation from 9 patients with 
benign hyperplasia and 6 with carcinoma of the prostate 
gland, and was incubated with testosterone in vitro. 
The testosterone disappeared rapidly from the mixture 
—presumably by enzymic metabolism, since there was 
no disappearance if the mixture was boiled immediately 
the testosterone was added. The dry weight of the tissue 
incubated varied from 0-05 g. to 2:7 g. and the amount 
of testosterone added ranged from 5 to 20 mg.; the rate 
of disappearance of testosterone varied from 0-7 to 25 mg. 
per gramme of dry tissue per hour, and was usually higher 
and varied more with carcinomatous tissue than with the 
hyperplastic tissue. Failure to metabolize the testo- 
sterone occurred in only one case, namely, with tissue 
from a prostatic cancer in a man aged 38 years; this 
tumour was the only anaplastic one in the series. In the 
other cases there was little correlation between the rate 
of metabolism of testosterone and either the pathological 
findings or the response to treatment. 


Peter C. Williams 
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with thyroid extract; these cases were excluded from 
further study since the uptake of !3!I might have been 


THYROID GLAND 


818. The Treatment of Simple Goitre with Pituitary 
Thyrotrophic Hormone. (Tentativi di terapia del gozzo 
semplice con ormone tireotropo ipofisario) 
M. Mortara. Minerva medica {Minerva med. (Torino)} 
44, 287-292, Aug. 4, 1953. Bibliography. 

The author reports the treatment of 29 cases of simple 
goitre with ** ambinon ’’, an aqueous bovine or porcine 
pituitary extract containing 100 Heyl—Lacqueur units of 
thyrotrophic hormone and a small amount (not exceed- 
ing 50 units) of gonadotrophin in each ampoule. A dose 
of 100 units was injected on the first day followed, if 
there was no untoward reaction, by 100 units daily up to 
a total of 300 to 400 units. In the event of a severe re- 
action (tachycardia, dyspnoea, and pyrexia), the treat- 
ment was stopped and later begun again with smaller 
doses (20 to 30 units) maintained for 2 to 3 weeks. 

Of the 29 patients treated, 9 responded, 4 having 
almost complete remissions which lasted 12, 8, 4, and 
2 months respectively, while the result in 4 patients was 
good and in one mediocre’’. Improvement, which 
was usually preceded by a transient increase in size of the 
goitre, first became evident about a week after beginning 
the treatment and was obvious after another 4 to 5 days. 
The best results were obtained in goitres which were not 
too big, of less than 10 years’ standing, and which 
seemed to have a parenchymatous—colloid consistency. 
Cysts, fibrous nodules, and calcified nodules were not 
affected. 

The mode of action of thyrotrophic hormone in 
these cases is discussed. In favourable cases its action 
appears superior to that of iodine, the regression of the 
goitre being due to depletion of the colloid deposits. 

[The possibility of causing exophthalmic ophthalmo- 
plegia is not mentioned; the author merely states that in 
patients with Graves’s disease thyrotrophic hormone does 
not cause any abnormal symptoms of note.] 

V. C. Medvei 


819. Radioiodine Uptake in the Study of Different 
Types of Hypothyroidism in Childhood 

S. H. SILVERMAN and L. WILKINS. Pediatrics [Pediatrics] 
12, 288-299, Sept., 1953. 2 figs., 23 refs. 


The authors have investigated 34 cases of hypo- 
thyroidism in children at the Harriet Lane Home of the 
Johns Hopkins Hospital, Baltimore. Evidence of the 
ability to concentrate and retain radioactive iodine (1311) 
in the neck after the intravenous administration of 1 uc. 
(in a few cases 1-75 yc.) per kg. body weight was used 
as an indication of the presence of thyroid tissue, the 
results being classified as no uptake low uptake ”’, 
or * normal uptake ”’ (as determined by a similar investi- 
gation of 22 normal children). In 14 cases in which 
there was no uptake the child had had previous therapy 


depressed by the treatment. Of the remaining patients, 
those with severe hypothyroidism dating from birth 
showed no uptake, while in cases in which the onset of 
symptoms had been more insidious or had occurred at a 
later age the uptake was low. However, 2 patients with 
symptoms dating from birth (and in whom the diagnosis 
of hypothyroidism was later confirmed by a good response 
to thyroid treatment) showed a normal uptake of 13!I. 
It would appear that in these patients the thyroid gland 
(which was normal in size in one case and enlarged in 
the other) was unable to manufacture or to secrete 
thyroid hormone. 

[The methods used by the authors make a full assess- 
ment of the results rather difficult.] G. Ansell 


820. Myxoedema Coma 
V. K. Summers. British Medical Journal [Brit. med. J.] 
2, 366-368, Aug. 15, 1953. 4 refs. 


Coma is a rare terminal event in myxoedema; the 
present author reports from Walton Hospital, Liverpool, 
4 cases in which this was observed. The first patient, 
a man of 59 with a recent history of puffiness of the 
face and slow cerebration, became mentally confused 
and deluded within 72 hours of admission to hospital and 
passed into a deep coma in which he died. The second 
patient was a severely myxoedematous woman aged 65 
who was admitted in a stuporous condition. The skin 
was pale and cold, the limbs were flaccid, and the plantar 
responses were extensor. She was given 2 mg. of thy- 
roxine sodium subcutaneously every 6 hours, and in view 


of the hypothermia the body temperature-.was raised by’ 


immersion of the patient in a hot bath. This treatment 
did not prevent the development of deep coma, which 
proved fatal. Myxoedema had been diagnosed 4 years 
before admission in the third patient, a man of 63. He 
was admitted in a drowsy state, and energetic treatment 
with thyroid extract, cortisone, and deoxycortone acetate 
was without effect; he became stuporous and died in 
coma. The fourth patient, a man of 59, became semi- 
stuporous 4 days after admission and was given | mg. 
of thyroxine sodium subcutaneously every 6 hours. 
This brought about an improvement and the patient was 
discharged; about three months later he was re-admitted 
in a drowsy state which rapidly progressed to coma from 
which he did not recover. 

Discussing these cases the author points out that all 
the patients were severely myxoedematous. The onset 
of drowsiness was gradual, but stupor developed into 
deep fatal coma within a few days. Two of the patients 
had extensor plantar responses. Marked hypothermia 
was present in every case, the rectal temperature in one 
being 83° F. (28-3° C.) and the vaginal temperature in 
another being 75° F. (23-9° C.). Once coma was fully 


242 


( 
C 
r 
I 
y 
ta 
pe 
I 
pl 
he 
th 
se 
a 
(a 
th 
pa 
fo 
pe 
cle 
be 
im 
wa 
the 
Hx 
tur 
sca 
the 
in 
we 


tients 
ermia 
n one 
ire in 
fully 


ENDOCRINOLOGY 243 


developed it was irreversible and none of the methods of 
treatment used was successful. 

The author suggests that extreme hypothermia may 
have been the cause of the coma, and considers that it is 
important to protect severely myxoedematous patients 


from excessive cold. J. Lister 
PARATHYROID GLANDS 
821. Hyperparathyroidism. Case Report Illustrating 


Spontaneous Remission due to Necrosis of Adenoma, and 
a Study of the Incidence of Necroses in Parathyroid 
Adenomas 

J. E. Howarp, R. H. Fouuis, E. R. YENpDT, and T. B. 
CONNOR. Journal of Clinical Endocrinology and Meta- 
holism [J. clin. Endocr.] 13, 997-1008, Aug., 1953. 
7 figs., 25 refs. 


It occasionally happens that in cases in which little 
or no bone involvement can be demonstrated the 
blood and urine show chemical changes characteristic 
of hyperparathyroidism for some time and may then 
return to an apparently normal condition. Yet if 
observation is continued it is usually found that these 
patients eventually develop full hyperparathyroidism. 
The authors suggest that the reason for the apparent 
remission may well be necrosis of a parathyroid adenoma, 
such as occurred in the case here reported from Johns 
Hopkins University and Hospital, Baltimore. 

The patient in the case, a 57-year-old negress admitted 
to hospital with peptic ulcer, renal insufficiency, and pri- 
mary hyperparathyroidism, suddenly developed nausea, 
vomiting, and tachycardia which coincided with precipi- 
tate rises in the serum calcium (from 12 mg. to 20 mg. 
per 100 ml.), phosphorus, and non-protein nitrogen con- 
centrations, and soreness of the nodule in the neck. 
During the following 3 days the serum calcium and 
phosphorus concentrations fell, almost as rapidly as they 
had risen, to normal or subnormal levels. -A para- 
thyroid tumour, which was removed 10 days later, 
contained tumour cells scattered among connective-tissue 
septa, many haemosiderin-containing macrophages, and 
a mass of necrotic tumour tissue. Apparently the sudden 
(and unexplained) necrosis had released sufficient para- 
thyroid hormone to produce the symptoms of acute 
parathyroid intoxication. Although this event was 
followed by a return to almost normal conditions, the 
persisting tumour cells would probably have been suffi- 
cient to cause a recurrence later if the adenoma had not 
been removed. A year later the patient was greatly 
improved in health and personality, her gastric ulcer 
was quiescent, and her renal function improved. 

Prompted by this case, the authors made a search in 
the files of the Surgical Laboratory of the Johns Hopkins 
Hospital, and a study of the 35 cases of parathyroid 
tumour found revealed that 3 had large and 3 had small 
Scars exactly resembling the connective-tissue septa with 
their many haemosiderin-containing macrophages seen 
in the case described. It is concluded that these scars 
were the result of previous necroses. 

Peter C. Williams 


822. The Early Renal Symptoms of Parathyroid 
Tumours 

J. E. RicHARDSON. Annals of the Royal College of 
Surgeons of England [Ann. roy. Coll. Surg. Engl.| 13, 
100-126, Aug., 1953. 3 figs., 5 refs. 


In support of his thesis that the presence of a para- 
thyroid tumour should be suspected in all cases of renal 
calculi accompanied by bone changes, the author cites 
11 cases of parathyroid tumour among 300,000 patients 
admitted to the London Hospital during a recent 4-year 
period. He points out that a normal serum calcium 
level does not preclude a diagnosis of parathyroid tumour, 
and that in the absence of bone changes such a tumour 
should be suspected if there is polyuria. In his series of 
cases not only was polyuria the most consistent symptom 
but it was often the first observed. Bone changes were 
found in 7 cases and some form of gastro-intestinal 
disturbance in 6, though this latter symptom was not 
diagnostic. 

Of the 11 patients, 3 died before operation was per- 
formed; of 8 from whom the tumour was removed, 6 
survived and 2 died from pulmonary embolism and renal 
failure respectively. There did not appear to be any 
relationship between the severity of the bone changes 
and the size of the adenoma, which in some cases was 
small and inconspicuous. The colour, shape, site, and 
size of the tumour varied considerably and histological 
identification in the frozen section was essential. 

The author believes that this association is often missed, 
and that a parathyroid tumour is the cause of severe renal 


calculi in at least 1°% of cases. R. P. G. Sandon 


PITUITARY GLAND 


823. The Insulin-like Action of Growth Hormone 
J. H. Orraway. British Medical Journal (Brit. med. J.] 
2, 357-359, Aug. 15, 1953. 1 fig., 10 refs. 


The author previously reported (Nature (Lond.),1951, 
167, 1064) that pituitary growth hormone can cause both 
an inhibition and an activation of glucose uptake in the 
isolated rat diaphragm. The present paper reports the 
results of experiments carried out at University College, 
London, to determine how the same hormone could 
induce such different effects. ° 

In the preparation of the rat hemi-diaphragm a rigid 
technique was followed to obtain the maximum con- 
sistency in muscle metabolism. The medium used was 
that of Stadie and Zapp modified to raise the pH to 
7:2 to ensure that the growth hormone remained in 
solution. The diaphragm was removed whole from a 
fasted male albino rat, washed, and placed in medium 
through which nitrogen was passed so that the muscle 
had the same pO; in all experiments; it was then divided 
without removal from the medium. With this tech- 
nique it was found that the growth hormone stimulated 
the glucose uptake of normal rat diaphragm in con- 
centrations of 10 and 25 jug. per ml., but that at 40 jg. 
per ml. the hormone was without effect. Growth 
hormone caused no increase in the rate of glucose uptake 
by the diaphragm of the alloxan-diabetic rat; with the 
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most severely diabetic animals there was a slight inhibi- 
tion of uptake. When the diabetic rats were given 
insulin it was found that the insulin-like response to 
growth hormone was restored. 

The author suggests that this effect of growth hormone 
on the muscle from normal, but not from diabetic, rats 
is probably due to liberation of insulin from a complex 
in which it is inactive. He also suggests that although 
there is no conclusive evidence that the reaction occurs 
in vivo, it is possible that endogenous growth hormone 
may liberate insulin in anaerobic conditions; if this 
should be the case the reaction might be regarded as a 
device to ensure a greater supply of glucose to muscle 
rendered temporarily anaerobic by a sudden muscular 
effort. J. Lister 


ADRENAL GLANDS 


824. Effect of ACTH on the Eosinophil Count in Peri- 
pheral Blood and Bone Marrow 

S. W. Root and G. A. ANDREWS. American Journal of 
the Medical Sciences {[Amer. J. med. Sci.| 226, 304-309, 
Sept., 1953. 11 refs. 


At the Oak Ridge Institute of Nuclear Studies, Ten- 
nessee, an attempt was made to determine the cause of 
the fall in the number of circulating eosinophil granulo- 
cytes which normally occurs after the administration of 
ACTH (corticotrophin). 

Specimens of blood and bone marrow were obtained 
from 12 subjects before and after the intravenous or 
intramuscular administration of 25 mg. of ACTH, 
the intravenous dose in each case being infused over 
a period of 7 hours. While there was the usual fall in 
the eosinophil count in the peripheral blood (which was 
studied at 1- or 2-hour intervals) there was no significant 
change in the number of eosinophils in the marrow 
(studied 4 hours after the intramuscular injection and on 
conclusion of the intravenous infusion of ACTH) at 
any stage in their development, suggesting that ACTH 
caused no interference with the rate of their production. 
Nor was there any change in the number of mature 
eosinophils in the marrow or evidence of eosinophil 
destruction there. 

It is concluded that the bone marrow does not play an 
important role in the phenomenon of eosinopenia after 
the administration of ACTH. G. S. Crockett 


825. Enhancement of the Ascorbic Acid Depleting 
Activity of ACTH by _ Polyphloretinphosphate. [In 
English] 

H. WEIDMANN. Acta endocrinologica [Acta endocr. 
(Kbh.)] 13, 287-292, Aug., 1953. 2 figs., 3 refs. 


It has been shown that the effect of a dose of ACTH 
(corticotrophin) on the ascorbic acid content of the rat’s 
adrenal glands is prolonged and enhanced if the ACTH 
is given together with polyphloretin phosphate, an effect 
which has been attributed to the anti-enzymatic pro- 
perties of the latter compound. To test this assumption 
the author has compared the effect obtained when ACTH 
and polyphloretin phosphate were given separately with 


that obtained when the two substances were incorporated 
in One injection. 

Male rats were subjected to hypophysectomy and, on 
the following day, to unilateral adrenalectomy. The 
drug or drugs were then given, and 4 to 24 hours later 
the remaining adrenal gland was removed, the two glands 
being separately weighed and their ascorbic acid content 
assayed. Four groups of rats were treated as follows: 
(1) ACTH alone (0-1 unit per 100 g. body weight); 
(2) ACTH+ polyphloretin phosphate (2 mg. per 100 g.) 
as a freeze-dried complex dissolved in saline; (3) ACTH 
and polyphloretin phosphate given as separate intra- 
muscular injections; (4) ACTH parenterally and poly- 
phloretin phosphate (10 mg. per 100 g.) by mouth. It 
was found that the enhancement of activity of the ACTH 
was quantitatively the same however the polyphloretin 
phosphate was given, though the substance itself had no 
effect on the adrenal ascorbic acid content either in 
hypophysectomized or in intact rats. These results are 
held to indicate that polyphloretin phosphate protects 
ACTH from inactivation in the tissues. Whether the 
mechanism of this action is anti-enzymatic in nature is 
not indicated by these experiments, but this seems the 
most likely explanation. Nancy Gough 


826. Effect of ACTH in  Polyphloretin Phosphate 
Solution (Clinical and Metabolic Studies). [In English] 
F. FiscHer, B. Friis-HANSEN, J. GEORG, B. HASTRUP, 
K. KALBAK, M. SPRECHLER, A. WARMING-LARSEN, and 
H. Wutrr. Acta endocrinologica [Acta endocr. (Kbh.)} 
13, 293-305, Aug., 1953. 9 figs., 19 refs. 


The authors have noticed a pronounced tendency 
among patients treated with ACTH (corticotrophin) in 
polyphloretin phosphate solution [see Abstract 825] to 
develop oedema, and have therefore made a detailed 
study of the problem, particularly in regard to electrolyte 
and fluid metabolism. Investigations were carried out 
at the Rigshospitalet, Copenhagen, over a period of 6 
weeks on a young male suffering from ankylosing 
spondylitis associated with rheumatoid arthritis, who 
was treated successively with polyphloretin phosphate 
alone (2 ml. daily for one week), ACTH alone (4 doses 
of 20 units daily for one week), and ACTH dissolved in 
polyphloretin phosphate (1 dose of 20 units daily for 
2 weeks), with intervening control periods in which 
injections of saline were given. Nitrogen and electrolyte 
balances were determined throughout, but no significant 
difference was found between the period in which ACTH 
was given alone and that in which the composite dose 
was given: the blood chemistry and the urinary steroid 
output were also similar during the two periods. Water 
distribution was studied by the use of heavy water 
(Schloerb et al., J. clin. Invest., 1950, 29, 1296) and by 
the thiosulphate technique (Cardoza and Edelman, J. 
clin. Invest., 1952, 31, 280) and it was shown that during 
treatment with ACTH the extracellular space expands at 
the expense of the intracellular; but again no qualitative 
differences were observed between the two periods 
mentioned. Nor was the clinical state of the patient 
different, subjectively or objectively, whether the ACTH 
was given alone or with polyphloretin phosphate. Thus 
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it would appear that polyphloretin phosphate has no 
metabolic or clinical activity per se, and that it does not 
alter qualitatively the effect of ACTH, but prolongs and 
intensifies its action, one dose of ACTH in polyphloretin 
phosphate being equivalent in this case to four doses of 
ACTH alone. Nancy Gough 


827. Surgical and Hormonal Therapy of Benign and 
Malignant Androgenic Hyperfunction of the Adrenal 
Cortex 

C. V. HopGes. Journal of Urology {J. Urol. (Baltimore)] 
70, 343-351, Sept., 1953. 7 figs., 9 refs. 


The histories are reported from the University of 
Oregon Hospital of 3 children aged 5 days and 6 and 7 
years respectively with female pseudohermaphroditism 
associated with congenital adrenocortical hyperplasia, 
and of one aged 3 with an adrenocortical carcinoma. 
About half of the total adrenal tissue was removed from 
2 of the first 3 patients without benefit. Subsequently 
these 2 were treated with cortisone, which caused some 
clinical improvement and a great reduction in the excre- 
tion of 17-ketosteroids. The 4th patient developed meta- 
stases after removal of the tumour. Cortisone was given 
intramuscularly in increasing doses up to 300 mg. daily, 
but the patient continued to deteriorate. Despite corti- 
sone therapy the daily level of 17-ketosteroids in the 
urine rose steadily to reach a level of 464 mg. 5 days 
before death. 

The reasons for these discordant results are discussed. 

A. C. Crooke 


828. Action of Thiouracil and Thyroxine Administration 
on Adrenal Function 

J. CoRvuLAin. British Medical Journal [Brit. med. J.} 
2, 915-917, Oct. 24, 1953. 32 refs. 


With 10 thyrotoxic patients who were tested before and 
after control with thiouracil 17-ketosteroid secretion fell 
significantly and eosinophil depression after A.C.T.H. 
also fell, though not significantly. When extra 
thyroid was given to 9 myxoedema patients on a basic 
maintenance dosage and to one normal subject 17- 
ketosteroid excretion and eosinophil depression after 
A.C.T.H. rose, but not significantly. In 3 untreated 
myxoedema patients 17-ketosteroid, and eosinophil de- 
pression after A.C.T.H., rose slightly following a few 
weeks of the initial thyroid dosage.—[Author’s summary. ] 


829. Urinary Dehydrcepiandrosterone 
Hirsutism: Influence of Cortisone Therapy 
L. I. GARDNER. Journal of Clinical Endocrinology and 
Metabolism clin. Endocr. 13, 1054-1063, Sept., 1953. 
3 figs., 34 refs. 


In this study, carried out at Johns Hopkins Hospital, 
Baltimore, the daily excretion of urinary 17-ketosteroids 
was found to range from 3-2 to 8-4 mg. in 3 normal 
women and from 10-3 to 35-1 mg. in 7 women with 
idiopathic hirsutism. 

The corresponding values for excretion of dehydrojiso- 
androsterone were 0-2 to 0-4 mg. and 1-1 to 4:2 mg. 
daily respectively. Cortisone (75 mg. daily by mouth) 


in Idiopathic 


given to 2 of the normal women did not alter the excretion 
rates, but 50 or 100 mg. daily reduced excretion to normal 
levels in 4 of the hirsute women. As dehydroisoandro- 
sterone excretion is increased by adrenal cortical hyper- 
plasia, and as cortisone reduces adrenal cortical function, 
it is suggested that the hirsutism ins such cases is most 
probably of adrenal origin. Peter C. Williams 


830. Urinary Steroid Excretion after Total Adrenalec- 
tomy. I. Levels of 17-Ketosteroids in Cancer Patients 
Maintained on Varying Amounts of Cortisone Acetate and 
Glycyrrhizin 

P. B. Hupson, A. MITTELMAN, and P. MANN. Journal 
of Clinical Endocrinology and Metabolism {J. clin. Endocr.) 
13, 1064-1069, Sept., 1953. 3 figs., 8 refs. 


Prompted by the work of Groen et al. (New Engl. J. 
Med., 1951, 244, 471, and J. clin. Invest., 1952, 31, 87; 
Abstracts of World Medicine, 1951, 10, 188, and 1952, 
12, 149) the authors have studied, at the Institute of 
Cancer Research, Columbia University, New York, the 
effect of glycyrrhizinic acid on 2 post-menopausal women 
with cancer of the breast and one castrated man with 
prostatic cancer who had already undergone bilateral 
total adrenalectomy. After the operation the patients 
were satisfactorily maintained on 25 mg. of cortisone 
acetate given twice daily by mouth. Later this dosage 
was reduced and supplemented with, and eventually re- 
placed by, 4 g. daily of ammoniated glycyrrhizin (U.S.P.), 
the liquorice extract with a deoxycortone-like action. 

In all 3 patients the excretion of urinary 17-ketosteroids 
was reduced step-wise with each reduction of the dose of 
cortisone, the daily excretion being 3-6 mg. with 50 mg. 
of cortisone daily, 1-99 to 2-5 mg. with 25 mg. daily, 
1-3 mg. with 10 mg. daily, and 0-9 to 1-0 mg. with 5 mg. 
daily. These rates were unaffected by the addition of 
glycyrrhizin, and 17-ketosteroid excretion was virtually 
nil when the latter substance alone was given. The 
results do not entirely preclude the conversion of glycyr- 
rhizin to steroidal substances, since atypical and un- 
identified chromogens were excreted in all cases and 
varied with the dose of cortisone. 

Peter C. Williams 


DIABETES MELLITUS 


831. Decreased Hallucal Circulation, an Early Mani- 
festation of Vascular Disease in Diabetes Mellitus 

M. MENDLOwITz, E. B. GROSSMAN, and S. ALPERT. 
American Journal of Medicine [Amer. J. Med. 15, 316- 
321, Sept., 1953. 1 fig., 9 refs. 


The study reported in this paper was carried out at the 
Mount Sinai Hospital, New York, in an attempt to cor- 
roborate the findings of other workers that the circulation 
in the feet of diabetic patients may be diminished without 
demonstrable obstruction of large arteries. Observations 
were made on 38 diabetic patients and 30 control subjects. 
All subjects were under 50 years of age, and the diabetic 
group contained no patient with overt cardiovascular 
disease or other diabetic complication and no patient 
known to have had diabetes for more than 10 years. 
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The control group consisted of persons without diabetes 
or vascular disease. The circulation in the great toe 
was measured calorimetrically after sympathetic nervous 
discharge had been inhibited by approximately one hour 
of indirect heating supplemented by the intravenous 
injection of 5 mg. of tetraethylammonium chloride per 
kg. body weight, 2 or 3 readings being made on different 
occasions. 

Of the 38 patients in the diabetic group, the blood flow 
in 9 was persistently below the lower limit of normal 
(0-15 ml. per sq. cm. per min., as indicated by the mean 
values in the controls) and a significantly diminished 
blood flow in the diabetic group was shown on statistical 
analysis of the lowest, highest, and mean values. No 
significant correlation was established, however, between 
decreased circulation and the duration, severity, or degree 
of control of the disease in the diabetic group. 

The authors claim that decreased hallucal circulation 
may be the earliest sign of vascular disease in diabetes, 
as instanced by the 9 patients in whom a persistent 
decrease in circulation was observed on repeated testing 
although no other evidence of vascular disease was to be 
found. J. Lister 


832. The Mechanism of Accelerated Peripheral Vascular 
Sclerosis in Diabetes Mellitus 

R. S. Meacisow, S. J. MeGcinow, H. PoLtack, J. J. Book- 
MAN, and K. OssERMAN. American Journal of Medicine 
[Amer. J. Med.] 15, 322-329, Sept., 1953. 5 figs., 7 refs. 


A specially designed, ink-recording, photo-electric 
microplethysmograph was used at the Mount Sinai 
Hospital, New York, in an investigation of the circulation 
of the great toe in 20 male and 27 female diabetics under 
the age of 45. The degree of control of their diabetes 
was variable, but none of the patients had any clinical 
evidence of peripheral vascular disease. The volume of 
each great toe was measured by water displacement, 
the ambient temperature was checked at the beginning 
and end of each experiment, and tracings were made 
only after a preliminary rest period of 20 minutes. 

In order to distinguish vasospastic from occlusive peri- 
pheral vascular disease, nitroglycerin was used in a 
preliminary screening procedure. After control tracings 
had been made from both sides, the nitroglycerin was 
given sublingually in a dose of 0-3 to 0-6 mg., depending 
on weight and age. Continuous plethysmographic 
tracings were then made until the effect of the drug was 
dissipated. Patients showing an equal degree of vaso- 
dilatation bilaterally were presumed to be free of occlu- 
sive peripheral vascular disease. In 22 out of 47 cases, 
however, there was a significant difference between the 
plethysmographic patterns obtained from the two sides, 
and these 22 patients were retested after the intravenous 
administration of tetraethylammonium chloride in doses 
sufficient to induce functional ganglionic blockade. In 7 
cases the differences in the digital circulation between the 
two sides disappeared, suggesting that the initial dif- 
ferences were the result of vasospasm. The remaining 
15 patients continued to show significant differences in 
rate of blood flow and amplitude of pulse between the 
two great toes, which was taken to imply the existence 


of an increase in the fixed peripheral vascular resistance, 
presumably as a result of anatomical changes in the 
peripheral arteries. 

The authors point out that the microplethysmograph 
may reveal the existence of unsuspected digital vascular 
disease in diabetic patients. They question the concept 
of diabetic peripheral vascular disease as a severe and 
accelerated variety of peripheral atherosclerosis and they 
suggest that the primary peripheral vascular lesion is an 
occlusive, non-atherosclerotic angiopathy of the smallest 
vascular radicles which ‘* should perhaps be considered as 
much a part of the diabetic syndrome as is the ab- 
normality in carbohydrate metabolism ”’. J. Lister 


833. The A- and B-cells of the Pancreatic Islets as 
Sources of the Antagonistic Hormones Glucagon and 
Insulin. The Shift of the AB-relation in Diabetes Mellitus 
H. FEeRNER. American Journal of Digestive Diseases 
[Amer. J. dig. Dis.| 20, 301-306, Oct., 1953. 8 figs., 
29 refs. 


The author reviews recent experimental and clinical 
observations which suggest that insulin is not the only 
hormone produced by the islets of Langerhans, and that 
a hyperglycaemic principle (glucagon) is produced by the 
« (A) cells, insulin being derived from the f (B) cells. 

He further claims to have demonstrated that there is a 
change in the proportions of « and f cells in the islets in 
diabetes, resulting in a relative increase in the number of 
« cells present. It is noted, however, that this may also 
occur in conditions of cachexia and malnutrition without 
the development of diabetes. 

Although there is a tendency towards hypoglycaemia 
and insulin sensitivity in hypophysectomized animals, 
the absence of any apparent change in the islets has 
hitherto been taken to indicate that the islet tissue is not 
subject to control from the anterior lobe of the pituitary 
gland. However, by differential staining of « and £ cells 
in the islets of hypophysectomized animals the author 
has shown that atrophy and decrease in the number of 
« cells, with no change in the § cells, occur within a 
month of the operation. This can be corrected by injec- 
tions of anterior pituitary extract, stimulating the « cells 
to increased production of glucagon with resultant hyper- 
glycaemia, and leading eventually to 8-cell exhaustion in 
dogs, and a compensatory increase in number of these 
cells in rabbits, rats, and guinea-pigs. The factor re- 
sponsible for this effect is considered to be identical or 
closely associated with the pituitary growth hormone, 
highly purified preparations of which are known to 
produce hyperglycaemia when injected into dogs. It is 
suggested that further evidence for this association is 
provided by the fact that the « cells are present in the 
islets in far greater proportion in the embryo than in 
later life. 

The author concludes that “in the physiology and 
pathology of carbohydrate metabolism the realization 
that A-cells are the source of the hyperglycemic prin- 
ciple of the pancreas must receive due consideration in 
the future. Islet cell differentiation and a determination 
of the AB-relation seem to be of practical importance 
in this connection ”’. R. St. J. Buxton 
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834. Rheumatic ‘* Activity ’’ as Judged by the Presence 
of Aschoff Bodies in Auricular Appendages of Patients 
with Mitral Stenosis. II. Clinical Aspects 

W. F. MCNEELY, L. B. Extis, and D. E. HARKEN. Cir- 
culation [Circulation (N.Y.)] 8, 337-344, Sept., 1953. 
1 fig., 15 refs. 


The histological examination at the Thorndike 
Memorial Laboratory (Harvard Medical School) of 
biopsy specimens from the auricles of 183 patients under- 
going operation for mitral stenosis at Boston City 
Hospital showed that 45-4°, contained typical Aschoff 
bodies, although all patients had been carefully selected 
as showing no clinical evidence of rheumatic activity. 
The incidence of Aschoff bodies declined with age, 73% 
of patients aged 20 to 30 years showing the bodies as 
contrasted with only 8% of those over 50. It was also 
found that Aschoff bodies were much less frequent when 
auricular fibrillation was present (17% of cases) than 
when the heart rhythm was normal (76%). This dif- 
ference was independent of the age of the patient and 
the duration of the disease. The results of clinical tests 
for rheumatic activity or active carditis, such as estima- 
tion of the erythrocyte sedimentation rate and anti- 
streptolysin titre and electrocardiography, could not be 
correlated with the incidence of Aschoff bodies. 

The authors suggest that although their results do not 
disprove the generally accepted view that the presence of 
Aschoff bodies indicates a state of rheumatic activity, it 
must be concluded, if this view is correct, that the usual 
clinical tests for rheumatic activity are too crude to detect 
a smouldering rheumatic carditis. H. F. Turney 


835. Aureomycin in the Prophylaxis of Rheumatic 
Fever 

L. V. McVay and D. H. Sprunt. New England Journal 
of Medicine [New Engl. J. Med. 249, 387-393, Sept. 3, 
1953. 5 figs., 44 refs. 


Aureomycin was given prophylactically to 23 patients 
who had had rheumatic fever, 12 similar patients serving 
as controls. Of the treated group, 18 (average age 17 
years) had had an attack of rheumatic fever in the pre- 
ceding 5 years, compared with 8 (average age 16 years) 
of the control group. A dose of 250 mg. of aureomycin 
was given 30 minutes or one hour before breakfast and 
again 2 hours after the evening meal. The period of 
observation ranged from 2 to 20 months, averaging 9 
months*in the treated group and 11 months in the control 
group. Rheumatic fever recurred in one of the 23 
treated patients and in 4 of the 12 controls during the 
investigation. A reduction in the incidence of respiratory 
infections of approximately 50°, was observed in the 
treated group. Side-effects of the antibiotic were 
minimal. 

[This series is too small and the observation period too 
short for firm conclusions to be drawn. The patients 


were mostly from an older age group, in which recur- 
rences are normally less frequent than in young children. 
Penicillin is less expensive than aureomycin and should 
therefore be used as a routine until some other drug is 
shown to be more effective in preventing a recurrence.] 
R. S. Illingworth 


See also Pathology, Abstract 674. 


836. Chorea Minor. Preliminary Report on Six 
Patients Treated with Combined ACTH and Cortisone 
J. SCHWARTZMAN, J. B. ZAONTZ, and H. Lusow. Journal 
of Pediatrics [J. Pediat.| 43, 278-289, Sept., 1953. 6 figs., 
18 refs. 


This is a preliminary report on the simultaneous use 
of ACTH and cortisone in the treatment of chorea minor. 
The trial was carried out at the Flower and Fifth Avenue 
Hospitals and the Metropolitan Hospital, New York, in 
6 cases of the disease in children between 6 and 11 years 
old. The combined therapy was continued until symp- 
toms disappeared, which occurred in from 8 to 48 days. 
As regards side-effects, moon-face was noted in all cases 
and hypertension in 3. When untoward symptoms 
appeared the dosage of the hormones was at once 
reduced. There was an absence of rebound phenomena 
at the end of treatment. In 3 cases latent urinary in- 
fection with positive urine cultures was discovered, 
leading the authors to suggest that the renal tissues of 
growing children may be vulnerable to the action of 
these hormones. 

In view of the small number of cases in this series the 
conclusions drawn are cautious and tentative, but the 
authors, comparing their own results with those of others 
who have used one or other of these hormones, not in 
combination, consider that the combined administration 
of ACTH and cortisone has given “ rather better” 
results. At this stage of the study it is not claimed 
that ‘‘ hormone therapy is the preferred and acceptable 
one for this condition’, and it is admitted that further 
investigation is required. Charles McNeil 


837. Serum Copper, Serum Iron and Total Iron-binding 
Capacity of Serum in Patients with Chronic Rheumatoid 
Arthritis. [In English] 

P. BRENDSTRUP. Acta medica Scandinavica [Acta med. 
scand.| 146, 384-392, Sept. 3, 1953. 3 figs., 13 refs. 


The serum iron and copper levels and the total iron- 
binding capacity of the serum were determined in 
patients with chronic rheumatoid arthritis at the Gigt- 
sanatorium, Skelskor, Denmark. These levels were 
examined in relation to disease activity, those included 
in the “‘ active’’ group being female patients with an 
erythrocyte sedimentation rate over 10 mm., and males 
with a sedimentation rate over 6 mm., per hour [pre- 
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sumably by the Westergren method], unless these values 
were due to complicating disease, together with patients 
showing fever, anaemia, or particularly active joint 
lesions. Analysis was also made according to sex and 
to joint mobility, the latter being a numerical index 
obtained by calculating the sum of the mobilities of all 
joints of the extremities except the fingers and toes, 
according to Kalbak’s method, and expressing this as 
a fraction of the normal. 

The mean serum iron level was 68-6 xg. per 100 ml. in 
85 active cases, there being no sex difference, as against 
98 ug. per 100 ml. in 37 inactive cases in which, as 
expected, the values for women were somewhat lower 
than for men, but were still above those for their 
** active ’’ counterparts. The mean serum copper level 
was much higher in the active cases (188 pg. per 
100 ml. in 88 patients compared with a mean of 132 pg. 
per 100 ml. in 45 inactive cases, no sex difference 
being apparent in either group). Analysis according to 
duration of illness showed little difference between the 
inactive and active groups, but as followed from the 
method of selection the erythrocyte sedimentation rate 
was higher and the haemoglobin values and mobility 
index considerably lower in the active group. The same 
tendency was seen for joint mobility as for activity, the 
serum iron level being lower and the copper level higher 
in the least mobile patients [no standard deviations are 
given]. The total iron-binding capacity, which was 
measured in 9 patients with active rheumatoid arthritis 
and a high erythrocyte sedimentation rate, was found to 
be reduced below normal in all cases, the mean level 
being 183 jxg. per 100 ml. The reduction from normal 
was, however, not so great as that of the serum iron levels. 
Three patients (2 with disseminated lupus erythematosus 
and one with Reiter’s syndrome) were treated with ACTH 
for periods ranging from 6 days to 3 weeks. Although 
the figures are incomplete, the serum iron values and the 
total iron binding capacity appeared to rise, and the 
serum copper level in one case was reduced. 

The author concludes that the determination of the 
serum iron and serum copper values has no practical 
advantage over the determination of the erythrocyte 
sedimentation rate as a measure of disease activity. 

E. G. L. Bywaters 


838. Intravenous Iron in Rheumatoid Arthritis: Possible 
Prognostic Factors 

M. R. Jerrrey. British Medical Journal [Brit. med. J.] 
2, 912-913, Oct. 24, 1953. 3 refs. 


In an attempt fo determine the factors governing 
response to treatment with iron of the anaemia which 
often accompanies rheumatoid arthritis, a course of iron 
was given intravenously to each of’ 50 patients with 
rheumatoid arthritis in an investigation conducted bv 
the Rheumatism Research Unit, Bath. The total dose 
of iron given was calculated (on the basis that each 
100 mg. of iron raises the haemoglobin level by 4%) to 
be more than adequate to raise the haemoglobin to 100°, 
(14-8 g. per 100 ml.). In 15 patients the haemoglobin 
level became normal, in 22 it was improved, and in the 
remaining 13 it was unchanged. 


The results of the determination of various blood 
components in these three groups of patients were then 
analysed to determine if there were any factors which 
might be of practical use in forecasting the response 
to intravenous iron therapy. It was observed that a 
normal haemoglobin level was always achieved if the 
erythrocyte sedimentation rate was below 30 mm. in one 
hour, or if microcytosis, gross hypochromasia, or a 
raised total iron-binding capacity of the serum was 
present. But the haemoglobin level also became normal 
in some cases in which none of these features was present, 
and it was concluded that failure to respond to in- 
travenous iron therapy could not be predicted from the 
results of any of the investigations carried out in these 
cases. K. C. Robinson 


839. Lactic Acid in the Treatment of Osteo-arthritis 
J. S. LAwrence. Lancet [Lancet] 2, 913-915, Oct. 31, 
1953. 7 refs. 


The author reviews the literature of the treatment of 
osteoarthritis by intra-articular injection of lactic acid. 
In his own study, carried out at the Rheumatism Research 
Centre, University of Manchester, he treated 100 patients 
by standard methods of physiotherapy, but 50 of these 
received in addition intra-articular injections of lactic 
acid combined with procaine. The two groups were 
considered to be of similar severity, and assessment of 
the results was made after 3 and 6 months. 

It was found that subjective and objective improvement 
occurred in equal numbers in both groups. The psycho- 
logical effect of the injections did not seem to affect the 
results in the group receiving lactic acid. Similarly, the 
number of patients who were able to return to work was 
the same in both groups. 

The author therefore concludes that the intra-articular 
injection of lactic acid is of no therapeutic value in osteo- 
arthritis. W. Tegner 


840. Composition of Articular Cartilage in Osteo- 
arthritis. Changes in Collagen/Chondroitin-sulphate 
Ratio 

B. F. MATTHEWS. British Medical Journal [Brit. med. J.] 
2, 660-661, Sept. 19, 1953. 6 refs. 


In a previous paper (Brit. med. J., 1952, 2, 1295) 
the author reported that a reduction in the collagen: 
chondroitin-sulphate ratio occurred in the cartilage of 
weight-bearing joints owing to a decrease in collagen 
content and an increase in that of chondroitin sulphate, 
which forms the protecting matrix. In the present paper 
from the Canadian Red Cross Memorial Hospital, 
Taplow, Bucks, he describes a comparative study of 
the composition of osteoarthritic and healthy carti- 
lage taken from the same knee-joints. The collagen: 
chondroitin-sulphate ratio was higher in fibrillar (de- 
generative) cartilage than in healthy cartilage. The 
author interprets this finding as indicating that the rate 
of loss of collagen is less than that of matrix substance, 
the depletion of matrix substance rendering the cartilage 
liable to greater damage and fissuring. 

[The paper certainly opens up a chemical approach to 
the problem of osteoarthritis. ] R. E. Tunbridge 
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Traumatic Surgery and Orthopaedics 


841. Common Whiplash Injuries of the Neck 

J. R. Gay and K. H. Assotr. Journal of the American 
Medical Association Amer. med. Ass.| 152, 1698-1704, 
Aug. 29, 1953. 1 fig., 3 refs. 


The term “ whiplash ”’ injury of the neck is here applied 
to an injury caused by sudden forcible flexion of the neck, 
followed sometimes by alternate forward and backward 
jerking of the head as a result of violence applied to the 
trunk from behind. Most of the 50 patients studied by 
the authors had been sitting in a stationary car which 
was run into from behind by another vehicle. This often 
comparatively mild trauma frequently gives rise to a 
remarkable degree of long-lasting disability, and the 
reasons for this are discussed. 

The basic pathology is a generalized ligamentous 
sprain of the joints of the neck, and additional organic 
complications may be present in the form of damage 
to an intervertebral disk, subluxation of a joint, damage 
to nerve roots, cerebral concussion, or—most frequent 
of all—a psychoneurotic reaction. Early treatment with 
physiotherapy and neck traction or by support from a 
light collar, with explanation of the otherwise disturbing 
symptoms and adequate reassurance so that the patient 
does not develop a tense and over-anxious outlook, is 
valuable. The possibility of preventing such accidents 
is discussed [but the discussion amounts largely to 
wishful thinking]. R. Weeden Butler 


842. Treatment of Wound Infections with Furacin 
Soluble Powder 

C. E. FriepGoop and C. B. RipsteIn. American Journal 
of Surgery [Amer. J. Surg.] 86, 363-367, Oct., 1953. 
8 figs., 2 refs. 


Furacin soluble powder contains 0-2°% of furacin 
(nitrofurazone) in a higher ** carbowax ”’ vehicle ground 
to a soft, yellow powder which is freely soluble in water. 
The preparation is claimed to be bactericidal to a wide 
range of Gram-positive and Gram-negative organisms 
and to have a low toxicity to tissues. At the Maimonides 
Hospital of Brooklyn (State University of New York) 
the efficacy of furacin soluble powder applied topically to 
infected postoperative and other wounds, such as ulcers, 
burns, abscesses, and areas of pyogenic dermatitis, was 
assessed in a total of 86 cases. In cases selected for 
treatment with the powder all other antibacterial therapy 
was stopped, and bacterial cultures of the wound were 
taken and repeated every third day during treatment. 
The soluble powder was applied locally with a pepper-pot 
or insufflator 2 or 3 times daily for 5 to 15 days (average 
8-3 days). 

Diminution of odour and drainage, early appearance 
of fresh granulations, and advancement of the healing 
edge were noted in most cases under this treatment. No 
case Of sensitization to the powder or other ill effects 
occurred, this being considered to be due to the relatively 


short period of its use. The bacteria isolated from 
cultures of the infected areas are listed, as also are the 
various conditions treated, showing the duration of 
furacin treatment and the results. 

Although in 75 of the 86 cases (87%) the infection had 
proved refractory to previous, mainly antibiotic, therapy, 
in 78 (91%) the lesion responded favourably to furacin, 
65 (76%) becoming healed or sterile, while only in 8 cases 
(9%) did the wound fail to improve. The infecting organ- 
isms included Proteus vulgaris and Pseudomonas aeru- 
ginosa in a number of cases. 

[No control cases are mentioned.] John Huston 
843. The Blood Supply of the Femoral Shaft. An 
Anatomical Study 
P. G. LainG. Journal of Bone and Joint Surgery (J. Bone 
Jt Surg.] 35B, 462-466, Aug., 1953. 12 figs., 2 refs. 


The blood supply of the femoral shaft was investigated 
post mortem in specimens from 10 adults and 17 new- 
born infants, an aqueous suspension of barium sulphate 
being injected into the femoral artery. The limbs were 
dissected to show the source of the nutrient vessels, and, 
after all soft tissues and periosteum had been removed 
from the femora, the specimens were examined radio- 
logically. 

In all subjects the nutrient arteries arose as branches 
of the perforating vessels, most commonly from the first. 
In 15 specimens (11 from newborn infants) there were 2 
nutrient arteries; in the others only a single vessel was 
present. In the adults all the vessels had an ascending 
course through the femoral cortex; in the children the 
direction of the vessels through the bone varied. In 
most cases no major artery entered the lower third of 
the shaft. 

These observations emphasize the importance of pre- 
serving the attachments of muscles to the linea aspera at 
operation, and the damage which may occur if the blood 
supply is disturbed either by intramedullary nails or by 
screws used for plating the femur. Peter Ring 


844. The Prevalence of Foot Defects among Wartime 
Recruits 

D. Hewitt, A. M. STEWART, and J. W. Wess. British 
Medical Journal (Brit. med. J.] 2, 745-749, Oct. 3, 1953. 
1 fig., 10 refs. 


Analysis of the records of the examination by Civilian 
Medical Boards of 22,000 men for military service in 1941 
showed that 3,287 men (14°4%) had foot defects. The 
incidence of rigid flat foot, hammer toes, hallux valgus, 
callosities, and pes cavus increased with age, whereas 
that of hallux rigidus and mobile flat foot did not. 
Metatarsalgia was commoner in tall men and flat foot 
in short men, and there was a definite tendency for foot 
defects to be associated with one another and with 
certain other skeletal defects. George Perkins 


249 


1, 
of 
a. 
sh 
ts 
se 
ic 
re 
of 
nt 
O- 
he 
he 
as 
ar 
20- 
ate 
J.) | 
95) 
n: 
of 
gen 
te, 
per 
tal, 
of 
irti- 
yen: 
(de- 
The 
rate 
nce, 
lage 
h to 
e 


Neurology and Neurosurgery 


845. Secretory Activity of the Chorioid Plexus in Tissue 
Culture 

G. CAMERON. Anatomical Record [Anat. Rec.) 117, 115- 
125, Sept., 1953. 6 figs., 10 refs. 


In an investigation at the Cedars of Lebanon Hospital, 
Los Angeles, California, of the secretory function of the 
choroid plexus, tissues from rat, rabbit, and chick 
embryos, and from newly-hatched chicks were cultured. 
It was found that the ependymal cells of the choroid 
plexus possess a secretory activity, which is depressed by 
cold and by lack of oxygen. It would appear that the 
functional polarity of these cells is not related to the 
position of the cilia; substances may be either secreted 
inito or absorbed from a cavity lined by the ciliated border 
of the ependymal cells. P. Mestitz 


DIAGNOSTIC METHODS 


846. The Relative Accuracy of Electroencephalography, 
Air Studies and Angiography in a Series of Two Hundred 
Mass Lesions 

F. A. Martin, J. E. Wesster, and E. S. GuRDJIAN. 
Journal of Neurosurgery [J. Neurosurg.] 10, 397-403, 
July, 1953. 5 refs. 


The authors, after pointing out that in the early part 
of this century intracranial mass lesions could be located 
by clinical means alone in 40 to 60% of cases, analyse 
the findings in 200 verified cases treated at Grace Hospital 
(Wayne University College of Medicine), Detroit, 
Michigan, in order to determine the relative accuracy 
of certain newer methods—electroencephalography, 
pneumoencephalography, ventriculography, and carotid 
angiography—in the location of such lesions. 

Electroencephalography was performed in 198 cases. 
The presence of the lesion was indicated by the procedure 
in slightly more than 50°, and its site in 47% (59° when 
lesions of the posterior fossa and midline base were 
excluded). The more rapidly developing neoplasms 
were the most accurately located new growths, but all 
of 9 abscesses and 8 intracerebral haematomata were 
located exactly. False foci were found in over 20°% of 
cases and were particularly frequent in the case of 
neoplasms of the posterior fossa. 

Pneumoencephalography was performed in 82 cases, 
general anaesthesia being used in only 2 cases. In 46 an 
abnormality was present, and the lesion was accurately 
located in 30 (36°%). In 33 cases failure was due to 
inadequate filling of the subarachnoid space and ven- 
tricles. The procedure was found especially valuable in 
demonstrating lesions of the basal cisterns. 

Ventriculography was performed on 96 patients, failing 
in 4 from insufficient ventricular filling, and the lesion 
was accurately diagnosed in 86 cases (90%). Of 29 
lesions in the posterior fossa, the exact site of only 3 


was indicated, but the fossa was indicated in 24; 47 of 
55 cerebral neoplasms were accurately located, as were 
2 out of 3 abscesses and 4 out of 6 haematomata. This 
was the most consistently accurate method. 

Carotid angiography was performed on 57 patients 
and the lesion accurately located in 31 cases (55%), in 
all of which the mass lay in the anterior two-thirds of 
the cerebral hemisphere. This procedure is regarded as 
the method of choice in the extremely ill patient. 

J. E. A. O’Connell 


847. The Significance of Bilateral Abnormality in the 
Electroencephalogram 

M. Ostow and H. Strauss. Journal of the Mount Sinai 
Hospital [J. Mt Sinai Hosp.| 20, 173-193, Sept.—Oct., 
1953. 11 figs., 23 refs. 


The significance of bilateral abnormality in the electro- 
encephalogram (EEG) was studied by reference to 2,500 
tracings from patients at the Mount Sinai Hospital, New 
York, in whom some form of brain disease had been 
diagnosed. The authors consider that bilateral slow 
abnormality in the EEG is a sign of diffuse cerebral 
disease only when the abnormality is not synchronous 
bilaterally. If the abnormality is synchronous it is a 
sign of a disturbance of diencephalic function. This 
slow synchronous bilateral abnormality may occur in 
patients with convulsive seizures of uncertain origin, in 
toxic and metabolic disturbances of the central nervous 
system, after electric convulsion therapy or head injuries, 
in patients with structural disease of the diencephalon, 
and in cases of obstructive hydrocephalus. 

J. W. Aldren Turner 


CEREBRAL VASCULAR DISORDERS 


848. Assessment and Prognosis in Hemiplegia 
G. F. Apams and S. G. McComs. Lancet [Lancet] 
2, 266-269, Aug. 8, 1953. 6 refs. 


The response to treatment and the prognosis in 174 
cases of hemiplegia of vascular origin, due either to 
haemorrhage or to thrombosis, which were seen at the 
Belfast City Hospital during the years 1949-50 are 
reviewed. The patients were divided into three groups: 
(a) those who regained some degree of independence, 
recovered’: (b) those who showed no appreciable 
improvement after 3 months’ intensive treatment, “* long- 
stay’; and (c) those who died within 2 months. The 
patient’s condition after treatment was graded as follows: 
(1) fully independent; (2) handicapped in some degree; 
(3) disabled physically and mentally; and (4) bedfast. 

Of the 174 patients, 74 reached the recovered stage: 
most could walk unaided, but fewer than 1 in 10 regained 
full use of the affected hand. The average age of the 
patients in this group was 68 for males and 64 for 
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females. 
the average age being 72-5 years for males, and 70-9 years 


In the long-stay group there were 55 patients, 


for females. The remainder (45) died’ during the first 
2 months, the average age at death being 74-7 years for 
males, and 71-8 years for females. 

Discussing prognosis the authors draw attention to 
the importance of the mental and physical capacity of 
the patient at the time of onset. The prognosis is poor 
if recovery of movement is long delayed and if flaccid 
paralysis persists beyond a few weeks. The blood pres- 
sure did not appear to be a significant factor. The 
authors consider it worth while continuing physio- 
therapy for at least 6 months, and that the prognosis is 
better if the patient has a “ prolonged supervised con- 
valescence ’’ in a geriatric ward rather than in a general 
medical ward. L. A. Liversedge 


849. The Cerebral Circulation and Metabolism in 
Arteriosclerotic and Hypertensive Cerebrovascular 
Disease. With Observations on the Effects of Inhalation 
of Different Concentrations of Oxygen 

A. HEYMAN, J. L. PATTERSON, T. W. Duke, and L. L. 
BATTEY. New England Journal of Medicine [New Engl. 
J. Med. 249, 223-229, Aug. 6, 1953. 4 figs., 22 refs. 


The cerebral blood flow and the cerebral metabolism 
were studied in 39 patients with cerebral vascular disease 
and in 48 control subjects convalescent from acute ill- 
ness at Grady Memorial Hospital (Emory University), 
Atlanta, Georgia. Of the 39 patients, 22 were seen 
shortly after the onset of the cerebral vascular disease 
and the remaining 17 were believed to have chronic 
cerebral vascular disease with varying degrees of en- 
cephalomalacia. The effect of inhalation of 50 to 100°% 
oxygen was observed in some of the patients. 

It was found that the cerebral blood flow tended to be 
less in the older control subjects than in the younger, 
and was still less in patients with cerebral vascular disease. 
Cerebral oxygen consumption was only slightly reduced 
in the older controls but markedly reduced in the patients. 
Inhalation of 85 to 100% oxygen caused a reduction in 
cerebral blood flow in the patients, but inhalation of 50°% 
oxygen had little effect. It is suggested that the reduction 
in cerebral blood flow in the older control subjects (over 
45 years) and in the patients indicates arteriosclerotic 
changes throughout most of the cerebral vessels. In- 
halation of 100°, oxygen is contraindicated in patients 
with cerebral vascular disease. C. Bruce Perry 


850. Intra-arterial Pressures in the Neck and Brain. 
Late Changes after Carotid Closure, Acute Measurements 
after Vertebral Closure 

L. BAKAY and W. H. Sweet. Journal of Neurosurgery 
[J. Neurosurg.| 10, 353-359, July, 1953. 3 figs., 8 refs. 


Previous studies by the authors of this paper from the 
Massachusetts General Hospital (Harvard Medical 
School), Boston, have shown that occlusion of the 
common carotid artery lowers the arterial pressure distal 
to the occlusion by 50%. They have also shown that, 
with the flow free, the pressure in the anterior and middle 
cerebral arteries is virtually the same as that in the 
arteries of the neck, and that even in the smaller branches 


of the cerebral vessels the pressure averages 83°% of that 
in the internal carotid artery, while upon occlusion of 
the common carotid artery the percentage fall in pressure 
in all parts of the carotid artery and its accessible branches 
(including some as small as 0-4 mm. in diameter) is the 
same. In the present paper, serial intracarotid pressure 
records made for several months after occlusion are 
described, and observations upon the pressure in the 
intracranial part of the vertebral artery after its ligation 
in the neck are reported. 

The carotid arterial pressure distal to a complete or 
partial occlusion was measured in 9 cases at an interval 
of 6 days to 2 years after ligation. In 7 of these patients 
there was but a slight rise in intracarotid pressure, but 
in 2 the pressure had returned almost to the pre-ligation 
level. (Serial measurements of the intracarotid pressure 
during the 30- to 60-minute period of trial ligation have 
recently shown that the pressure distal to the occlusion 
fluctuates considerably in half the cases. 

Continuous records of the pressure in the intracranial 
portion of the vertebral artery and its branches showed 
that complete occlusion of the vessel in the neck had no 
perceptible effect on the distal circulation, indicating that 
occlusion of the vertebral artery would be unlikely to be 
of value in the treatment of aneurysms of vessels supplied 
by that artery. J. E. A. O'Connell 


851. The Treatment of Aneurysms of the Circle of 
Willis 

G. Norvén and H. OLivecrona. Journal of Neuro- 
surgery [J. Neurosurg.| 10, 404-415, July, 1953. 7 figs., 
11 refs. 


The authors point out that several recent statistical 
reports in the literature have shown that the prognosis 
in cases of subarachnoid haemorrhage due to rupture 
of an aneurysm of the circle of Willis is very serious, 
35 to.50% of patients dying from the effects of the initial . 
haemorrhage—a high proportion of them within 48 hours 
of the onset of bleeding. Further, bleeding recurs in 
20 to 50% of those surviving the initial haemorrhage, 
and the mortality from such recurrent bleeding is 70 
to 80°. There are thus two therapeutic problems, the 
first and more difficult being that of surgical treatment in 
the acute stage of haemorrhage and the second the pre- 
vention of recurrent bleeding, and in assessing the results 
of various forms of surgical treatment confusion has 
frequently arisen in the past from the surgeon’s failure to 
indicate the precise stage at which the intervention 
was carried out. 

The authors describe their experience at the Sera- 
fimerlasarettet, Stockholm, of treatment during the acute 
stage in 15 cases in which intracranial exploration was 
undertaken a few hours to 22 days after the onset of 
haemorrhage: 8 of the patients died, 6 made a good 
recovery, and one developed a hemiplegia. In 2 of the 
fatal cases the haemorrhage was very extensive, and in 
5 intense vasospasm was present. They conclude that 
when massive haemorrhage has occurred no operation 
is likely to save the patient and that as a rule it is useless 
to operate unless the patient survives for 2 days after 
the haemorrhage. They further point out that as a 
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result of raised intracranial pressure and vasospasm the 
circulation of the brain is profoundly disturbed during 
the first 2 or 3 weeks after the haemorrhage, and the 
mortality from operation at this stage is about the same 
as in patients not subjected to surgery. They feel there- 
fore that unless some means can be found to eliminate 
vasoconstriction after clipping the aneurysmal neck, con- 
servative treatment is preferable in the acute stage. 

In discussing the surgical treatment of patients who 
have recovered from the initial haemorrhage (and any 
secondary haemorrhage which may occur during con- 
valescence from it) the authors point out that although 
the danger of recurrent haemorrhage is greatest in the 
first 2 or 3 weeks, it may occur months or years later, 
25% of patients who survive a first attack dying within 
a few years from another haemorrhage. Such a patient, 
being usually in the prime of life, is therefore in urgent 
need of treatment. However, since any such treatment 
is a prophylactic measure and the patient often entirely 
symptom-free, it must be practically free from danger 
and should entirely eliminate the risk of further bleeding. 

Some authorities regard carotid ligation as the correct 
treatment in such cases, but the present authors report 
that out of 31 patients treated by carotid ligation, 6 died 
later from recurrent haemorrhage (probable but not 
-verified in 2 cases). They therefore consider this method 
to be inadequate, and have carried out intracranial 
operations on 63 patients with only 2 deaths. In 48 of 
these cases the neck of the aneurysm was ligated or 
clipped, in 2 the lesion was trapped, and in 8 wrapped in 
muscle; in 5 cases the operation amounted to an explora- 
tion only. With 3 exceptions, no patient was discharged 
in a worse condition than on admission. Indeed, where 
intracerebral clots of some size were evacuated recovery 
of function was accelerated by the operation. 

[This excellent paper throws much light on the problems 
of the surgical treatment of intracranial aneurysms. ] 

J. E. A. O'Connell 


EPILEPSY 


852. Value of Primidone in Epilepsy 
C. W. M. Wuitty. British Medical Journal [Brit. med. 
J.) 2, 540-541, Sept. 5, 1953. 2 refs. 


Primidone (** mysoline *’) in a dosage of 0-375 to 1-5 g. 
per day, was tried at the Radcliffe Infirmary, Oxford, in 
the treatment of 70 patients with epilepsy whose response 
to other anticonvulsant drugs had been unsatisfactory. 
In some early cases it was found that substitution of 
primidone for phenobarbitone or sodium hydantoinate 
resulted in “* a modification of the attacks, but not always 
an actual reduction’; consequently in all but 15 cases 
in the present series hydantoin was given in addition to 
primidone. Of the 70 patients, 31 had grand-mal attacks, 
8 had mixed grand mal and petit mal, 4 psychomotor 
attacks, 10 grand-mal and psychomotor attacks, 10 petit 
mal only, and 7 focal attacks. As a result of treatment 
20 were “ much improved ”’, 29 ** improved ”’, there was 
no change in 12, while a deterioration was noted in 4. 
Treatment was abandoned in 5 cases. Improvement was 


noted in all types of epileptic attack, although the drug 
had less effect on petit mal than on grand mal. The 
author considefs that the improvement in 8 of the 13 
patients suffering from psychomotor attacks is of special 
interest in view of the very poor response to other anti- 
convulsants which is usually observed in those patients. 

In some cases of grand mal and grand mal with psycho- 
motor attacks there was a marked improvement in social 
behaviour, irritability and perverseness being reduced. 
Improvement was unexpectedly delayed in 3 out of 4 
cases of petit mal; in one of the patients no improvement 
was noted-after 3 months and treatment was to be 
abandoned at the next visit 2 months later, but by this 
time the attacks were “ beginning to lessen”’, and 9 
months after the start of treatment they ceased. 

Few toxic effects were noted; 36 patients complained 
spontaneously of drowsiness and a further 22 mentioned 
it in reply to questioning. This reaction usually cleared 
up in a week or two, but 12 patients were troubled with 
it months later. Mild confusion and an inability to 
concentrate were described by a few patients; in 3 cases 
a mild confusional psychosis with paranoid trends 
appeared, and in 2 treatment was abandoned. An 
urticarial rash occurred in 2 cases, transient nausea, 
giddiness, and ataxia in 4, and vomiting in 2. Treat- 
ment was discontinued in one case because of vomiting 
and in one because of nausea, giddiness, and ataxia. 

Robert Hodgkinson 


853. Intracarotid and Intravertebral Metrazol in Petit 
Mal Epilepsy 

F. E. Bennett. Neurology [Neurology] 3, 668-673, 
Sept., 1953. 4 figs., 12 refs. 


As a 3-c.p.s. spike-and-wave complex in the electro- 
encephalogram (EEG) is almost pathognomonic of petit- 
mal epilepsy, the study here described was undertaken 
at the University of Illinois College of Medicine, Chicago, 
to determine where this complex arises. The thalamus 
is supplied by the thalamo-geniculate and thalamo- 
perforating arteries, which are derived from the posterior 
cerebral and posterior communicating arteries and hence 
from the vertebral arterial system. The carotid arterial 
system, on the other hand, supplies the cortex, putamen, 
caudate nucleus, and anterior part of the hypothalamus. 
This partitioning of the cerebral blood supply thus allows 
pharmacological agents to be directed either to the 
cortical areas or to the central grey matter of the brain. 

As “ metrazol ’’ (leptazol) is known to precipitate petit- 
mal attacks this substance was given intra-arterially after 
the administration of hypnotics and local analgesics to 
9 patients with petit-mal seizures and 3-c.p.s. wave-and- 
spike discharges in their electroencephalograms, on 17 
occasions into the carotid artery and on 8 into the 
vertebral artery. Angiography was performed before 
the injection of metrazol, and continuous recordings 
were made from unipolar scalp electrodes. A 1% 
solution of metrazol was used, and the drug was 
rapidly injected in increasing doses until the petit-mal 
seizure threshold was reached; usually 5 to 15 mg. of 
metrazol sufficed. From 13 of the 17 successful carotid 
injections there resulted, after an interval of 3 to 6 
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seconds, symmetrical wave-and-spike discharges lasting 
3 to 40 seconds; the petit-mal threshold was deliberately 
exceeded in 3 cases, whereupon diffuse spiking resulted, 
followed by a generalized convulsion beginning on the 
side opposite to the injection. In marked contrast to 
these results, only one of the 8 vertebral artery injections 
caused a typical wave-and-spike discharge, and the 
injection of more metrazol was necessary; in 5 cases 
diffuse spikes or a grand-mal pattern resulted. In 2 
conscious patients injection of metrazol into the vertebral 
artery caused sweating, vomiting, bradycardia, and dis- 
appearance of spontaneous activity in the EEG; one 
lightly anaesthetized patient stopped breathing for 40 
seconds. 

The authors suggest that these observations support 
the view that the wave-and-spike complex does not 
originate in the thalamus, but that the cortex must be 
implicated—a view which is also supported in a negative 
way by the absence of wave-and-spike abnormalities in 
cases with neoplastic or vascular lesions of the thalamus. 

[It should be pointed out, however, that after injection 
into the vertebral artery the drug has an opportunity 
of stimulating many structures before it reaches the 
thalamus. ] J. Foley 


854. Epileptic Disorders in the Aged 

P. T. Wuite, A. A. BAILEY, and R. G. BICKFORD. 
Neurology [Neurology] 3, 674-678, Sept., 1953. 3 figs., 
5 refs. 


The authors have studied 107 patients in whom 
epileptic fits started after the age of 50, this group 
representing about 4% of patients of all ages with 
epilepsy seen at the Mayo Clinic, Rochester, in a 3-year 
period. The authors noted a preponderance of males 
[but give no figures]. No clinical diagnosis could be 
made in 22%, but 32% of the patients had generalized 
vascular disease and a further 8% had a focal cerebral 
vascular lesion. Only 9% had primary or secondary 
cerebral tumours; a further 11% were classified as 
“tumour suspects ’’ [the suspicion of tumour, however, 
being based in most of these cases merely on the occur- 
rence of fits]. Complete follow-up studies could not be 
carried out, but on the whole it seemed that those who 
survived did surprisingly well; thus 38 of the 65 patients 
who replied to a questionary were better and 19 were 
unchanged. It was known that 20 patients had died, 
but only 3 of these from brain tumour and 3 from other 
diseases of the nervous system. 

The type and frequency of the fits were of no value in 
prognosis; 18% of the patients had focal seizures, 38°/ 
had both focal and generalized attacks, and the rest had 
generalized seizures only, these figures being almost the 
Same in those patients who did well as. in those who 
died or whose epilepsy became worse. It is of interest 
to note that the origin of the attacks was in the temporal 
lobes (clinically and electroencephalographically) in no 
less than 43% of those with focal seizures. 

In contrast to the electroencephalogram (EEG) of 
epileptics who have reached and passed their 50th year, 
the SEG in this group of 107 patients developing epilepsy 
after that age was abnormal in a very high proportion 


(80°), and the most marked abnormalities were seen in 
cases running the worst clinical course, suggesting the 
presence of focal disturbances; the proportion of cases 
providing evidence of location of a tumour was about 
the same as in other series of cases of tumour. The 
authors conclude that the EEG is prognostically valuable 
in patients of this age, in whom cerebral tumours are 
responsible for the fits in only about 9%, the seizures in 
most of these cases being presumably due to some type 
of cerebrovascular disease. J. Foley 


855. Myoclonus Epilepsy as a Symptom of Diffuse 
Neuronal Disease 

C. W. Watson and D. DENNyY-BRowN. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat. 
(Chicago)] 70, 151-168, Aug., 1953. 8 figs., 48 refs. 


The literature on myoclonus epilepsy is reviewed, 
attention being drawn to a striking feature in some of 
the reported cases of diffuse neuronal disease. The 
authors then describe the findings in 3 cases of myo- 
clonus epilepsy seen at Boston City Hospital (Harvard 
University). In 2 patients, who were siblings, the 
typical syndrome of progressive familial myoclonus 
epilepsy was seen; both patients died. Histological 
examination of the brain, which was possible in only 
one of these cases, showed a diffuse neuronal lesion 
similar to that seen in cerebromacular degeneration. 
The disease in the third patient, from another family, 
followed a more benign course. Siblings of this patient 
had had epileptic attacks in childhood or had an abnormal 
electroencephalogram without clinical epilepsy. 

G. S. Crockett . 


856. An Electrographic Study in Man and the Experi- 
mental Animal of ‘* Psychomotor ”’ Epileptic Discharges. 
(Etude électrographique chez l'homme et chez l’animal 
des décharges épileptiques dites ** psychomotrices ”’) 

H. GASTAUT, R. NAQUET, R. ViGOUROUx, A. ROGER, and 
M. BapierR. Revue neurologique (Rev. neurol. (Paris)} 
88, 310-354, 1953. 25 figs., 27 refs. 


From a total of more than 2,000 cases referred to the 
Neurobiological Laboratory of the Marseilles Faculty of 
Medicine with the clinical diagnosis of psychomotor or 
temporal-lobe epilepsy, 300 have been selected in which 
an electroencephalogram (EEG) had been recorded on 
at least 3 occasions, one of them during a psychomotor 
fit, either occurring spontaneously or evoked by leptazol 
(“‘ cardiazol’’). The type, distribution, and time-course 
of the EEG of these patients, both intercritical and ictal, 
are described at length, as also are the intercritical and 
ictal electrocorticograms which were obtained in 45 of 
the cases in which the brain was surgically explored. In 
addition, an account is given of experiments in which 
epileptogenic lesions of the cortex were induced in cats 
by the application of alumina cream to the desired site 
by means of stereotactically controlled needles. Of the 
cats prepared in this way which developed attacks con- 
sidered to be “* psychomotor ”’ in type, 11 survived long 
enough for investigations comparable to those in the 
human subjects to be carried out, but with the addition 
of subsequent complete anatomical study. 
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As a result of these parallel investigations the authors 
have arrived at a provisional classification of psycho- 
motor epilepsy which they present, sous toutes réserves, 
as follows. 

(1) Temporal psychomotor epilepsy, properly speaking, 
is very rare and is due to an infective or traumatic lesion 
of one of the four temporal convolutions, excluding the 
pole; the interictal clinical changes are negligible, and 
the fit is essentially psychosensory (auditory and visual 
illusions and hallucinations). The intercritical EEG 
usually shows a homolateral mid-temporal focus of sharp 
spikes, while during the fit there is a unilateral discharge 
of spikes which become progressively slower. 

(2) Hippocampal psychomotor epilepsy, the commonest 
form, is associated with a lesion of the temporal pole 
and the hippocampal gyrus (particularly the uncus), 
sometimes extending to the anterior insula, the peri- 
insular region, the posterior orbital region, the amygdala, 
or the hippocampus itself, and due to: (a) incisural 
hernia (Penfield), (6) contusion in closed head injuries, 
or (c) meningitis or meningo-encephalitis. There are 
disturbances of character and behaviour, and the fit is 
mainly autonomic, confusional, and automatic in type. 
The EEG shows sharp waves or slow spike-and-wave 
complexes which may be unilateral or independently 
bilateral, usually in the anterior temporal region ; during 
the fit there is commonly local flattening or a discharge 
of slow waves, or both, in the temporal region, tending 
to spread over both fronto-temporal regions. 

(3) Diencephalic psychomotor epilepsy is due to a lesion 
of the thalamus, hypothalamus, subthalamus, or teg- 
mentum, often following an exanthematous fever, par- 
ticularly measles. There are psychopathic symptoms, 
and the fits, while showing a general resemblance to 
those in the other varieties, are characterized by violent 
impulsions and affective reactions. Between fits the EEG 
is inconstant; it may be normal or may show discharges 
extending outside the temporal regions which may be 
either unilateral or bilateral, the latter being either 
independent or synchronous; the ictal EEG also varies 
greatly in form and distribution. W. A. Cobb 


CEREBRAL TUMOURS 


857. Radioactive Arsenic (7°As) in the Detection of 
Cerebral Tumours at Operation. (Arsenic radio-actif 
(7°As) et détection peropératoire des tumeurs cérébrales) 
P. BENDA, M. Davip, and J. CONSTANS. Revue neuro- 
logique [Rev. neurol. (Paris)| 89, 101-109, 1953. 15 refs. 


In this article from the Neurosurgical Centre of the 
Psychiatric Hospital Group of the Seine, France, the 
authors first briefly compare the efficacy of various radio- 
active isotopes in the location and delimiting of tumours 
of the brain when employed along with the probe counter 
devised by Selverstone and Robinson. They then give 
an account of their use for this purpose (in 10 cases) of 
radioactive arsenic (76As), which they found compared 
very favourably with 32P and 42K, and in addition offered 
certain special advantages—namely, ample supplies are 
available in France, its half-life of 27 hours makes a 
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weekly supply sufficient, the specific activity of the iso- 
tope is present in sub-toxic doses, and the maximum range 
of 8-radiations is of the order of 14 mm. 

A dose of 1 mc. of 76As, as ammonium arsenate 
solution, sterilized and adjusted for isotonicity, was 
injected intravenously. There are very few references 
in the literature to the use of radioactive arsenical com- 
pounds, but the authors found no evidence of toxic 
effects in the cases investigated, most of the arsenic being 
eliminated in the urine within 3 hours of injection. In 
their assessment of the results, Selverstone’s technique 
was followed; as a normal point of reference, use was 
made of the opposite cortex, which was rendered acces- 
sible by a trephine hole. The results, which are tabulated, 
are most informative. It is noteworthy that the ratio of 
fixation of the isotope in healthy tissue to that in tumour 
tissue was | to 35 with meningioma, and 1 to 7 with 
neurinoma, estimations being made during the third hour 
following injection. 

In the authors’ opinion, by the use of 76As the objec- 
tives set out by Selverstone can be fully realized—namely, 
to restrict biopsy to those zones showing the maximum 
radioactivity; to delimit the tumour and assess its in- 
volvement of specially important or vital areas; to verify, 
after ablation, the persistence of any area still showing 
raised activity; and to attempt an assessment of the 
histological type of the tumour by the ratio of reaction 
of normal tissue to tumour tissue. In their view, also, 
it appears likely that there is a specificity for certain 
histological types of tumour associated with each of these 
radioactive compounds, and that this may eventually be 
of use in facilitating diagnosis. The essential aim of 
these investigations was to develop a technique by which 
diagnosis can be made before operation. The authors 
have already had one success by the use of 76As in a case 
of meningioma, in which a difference in radioactivity of 
the order of 20°, was detected between the two sides of 
the brain. D. P. McDonald 


858. Involvement of the Trigeminal and Facial Nerves 
in Cases of Sagittal and Parasagittal Frontal Meningioma. 
(L’atteinte du trijumeau et du facial dans les ménin- 
giomes frontaux sagittaux et parasagittaux) 

T. ALAJOUANINE, P. CASTAIGNE, J. Nick, B. PERTUISET, 
J. BARBIZET, and P. NAMIN. Revue neurologique (Rev. 
neurol. (Paris)] 88, 225-235, 1953. 8 figs., 12 refs. 


Sagittal and parasagittal meningiomata are often diffi- 
cult to diagnose on account of the relative absence of 
symptoms. False localizing signs are often superimposed 
to add to the difficulty; among these is trigeminal involve- 
ment, which has occasionally been reported in cases of 
sagittal and parasagittal frontal mengiomata, either as an 
isolated symptom or associated with other symptoms, 
and which has in the past seriously confused the diagnosis. 
The authors, who here report 2 personal cases and 
compare them with 3 previously published cases, believe 
that trigeminal involvement should cease to be regarded 
as a false localizing symptom but on the contrary should 
be looked on as an aid in making a difficult diagnosis. 

From their analysis of these 5 cases they have come 
to the following conclusions. (1) A frontal tumour may 
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present with ipsilateral trigeminal pain or hypo-aesthesia 
as a dominant symptom. (2) In the 5 cases reviewed 
the tumour was a meningioma. A more systematic study 
will perhaps make clear the role of other varieties of 
tumour. (3) It would seem that only sagittal or para- 
sagittal tumours are accompanied by bilateral involve- 
ment of the trigeminal nerve. In the authors’ single 
observation of total bilateral paralysis of this nerve a 
tumour of the falx had invaded both frontal lobes to an 
almost equal extent, and they suggest that the bilaterality 
of the involvement is the significant finding. (4) The 
fact that the trigeminal palsy disappears after removal 
of the tumour suggests that it is due to remote com- 
pression. (5) The authors do not agree with the sugges- 
tion of Ehni that an abnormality of the basilar artery 
or its branches may cause the trigeminal compression. 
On the basis of their anatomical studies they suggest that 
the pressure exerted by the tumour from above down- 
wards and before backwards stretches the nerve over 
the superior border of the petrous bone as well as pushing 
the brain-stem downwards. The facial nerve may be 
affected in a similar way, but to a lesser degree because 
it has a more horizontal course in the posterior fossa, 
it enters by a relatively large foramen, and does not nor- 
mally pass over a bony ridge. 

One of the authors’ cases, reported in some detail, was 
that of a young woman presenting with the confusing 
clinical picture of bilateral masticatory paralysis, slight 
right facial paralysis, anosmia, signs of increased intra- 
cranial pressure, and enlargement of the sella turcica. 
Carotid angiography revealed a frontal median tumour, 
which was successfully removed. 

J. MacD. Holmes 


SPINAL CORD 


859. Spinal Root Section in Treatment of Advanced 
Paraplegic Bladder 

H. BRENDLER, E. G. KRUEGER, P. LERMAN, J. G. M. 
HARPER, D. BRADLEY, M. H. BERMAN, A. D. HERTZBERG, 
F. LERMAN, and A. L. DEAN. Journal of Urology [J. 
Urol. (Baltimore)] 70, 223-229, Aug., 1953. 26 refs. 


The authors assert that most paraplegics do not develop 
a reflex bladder but are left with a spastic contracted 
bladder and consequent urinary retention, a condition 
which they believe to be due to some disturbance of the 
reflex arc. Previously reported methods of relieving this 
condition, with particular reference to nerve-root section, 
are reviewed. The present paper reports the results in 
12 patients with complete paraplegia, in 11 of whom 
bilateral anterior and posterior root section from T 12 
to S 5, and in the 12th of whom a similar section from 
S| to S 5, were carried out at the Veterans Administra- 
tion Hospital, New York. The likelihood of success of 
the operation was determined preoperatively by para- 
lysing the roots intended for section by spinal anaesthesia 
or sacral procaine block. The operation was considered 
advisable when this test had the effect of increasing 
bladder capacity by 250 to 300 ml., allowing voluntary 
voidance of urine with minimal straining, and when there 


was a residual urine of less than 100 ml. and no in- 
continence. 

As a result of the operation, 8 of the patients regained 
good bladder function, while 4 were considered to have 
bad results and required continued use of the catheter. 
Bladder capacity was increased in 10 cases and unchanged 
in the other two. one of the patients developed in- 
continence, cystograms showing that the urine was 
held at the bladder neck in 5 cases and at the external 
sphincter in 7. Renal function which had been impaired 
in 4 cases was improved considerably after operation in 
one patient, showed slight improvement in 2, and in one 
was unchanged. Ureteral reflux, present in 7 patients 
before operation, was abolished in 4 and unchanged in 2, 
while in one the condition, previously unilateral, became 
bilateral. Involuntary spasm affecting the bladder and 
limb and trunk muscles was abolished in all the patients 
initially, but in 5 cases it subsequently developed at a 
higher level. In one of these cases further root section 
was necessary. 

The authors conclude that surgical reproduction of a 
total cauda-equina lesion has a good effect on bladder 
function in the paraplegic patient; section of both 
anterior and posterior roots is necessary. Section of 
anterior and posterior roots from $ 1 to S 5 is sufficient 
for the improvement of bladder function, but in most 
cases a higher section is necessary to abolish spasm in 
the muscles of the limb and trunk. Brodie Hughes 


PERIPHERAL NERVES 


860. Multiple Symmetrical 
with Cortisone 

F. PLtum. Neurology [Neurology] 3, 661-667, Sept., 
1953. 19 refs. 


The great majority of cases of polyneuritis do not 
respond to treatment with ACTH or cortisone. The 
present author describes 3 cases, treated at a U.S. 
naval hospital, of which one responded dramatically, 
another only slightly, and one did not respond at all. 
The case which responded well was that of a woman 
who developed a severe polyneuritis with sensory signs 
and, chiefly, proximal weakness after parturition; the 
cerebrospinal-fluid protein level was markedly raised. 
Administration of vitamins and of BAL had no effect 
on the disease. The patient had severe pain, was un- 
able to use her hands or raise her legs off the bed, with 
complete anaesthesia below the elbows and knees and 
loss of vibration sense up to the mid-trunk. Treatment 
with cortisone, 300 mg. on the first day, 200 mg. on the 
next, and 100 mg. daily subsequently, was begun 64 
weeks after the onset. Improvement was evident within 
24 hours, and by the 9th day she was able to sit up and 
wash herself; sensory loss was confined to the feet, but 
the protein level in the spinal fluid was still elevated. 
Within 24 hours of cessation of treatment paraesthesiae 
returned. Ten weeks after the first onset cortisone was 
given again, when the paraesthesiae disappeared and the 
patient was able to walk within 3 weeks. The cerebro- 
spinal-fluid protein content had fallen from 256 mg. to 
150 mg. per 100 ml. 


Polyneuropathy Treated 
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In the 2 male patients the polyneuritis developed after 
treatment with penicillin. In neither case was the weak- 
ness of the proximal muscles so marked as in the woman, 
in neither were there marked sensory signs, and only 
one patient had a moderately raised spinal-fluid protein 
content. In neither case did the polyneuropathy show 
any definite response to cortisone. The author suggests 
that part of the neurological disability in the case which 
responded to cortisone was due to oedema of the nerve 
roots, and concludes on the strength of several further 
cases mentioned in an addendum to his paper that the 
response to cortisone in such cases is unpredictable and 
may be merely coincidental. J. Foley 


861. Acroparaesthesiae in the Carpal-tunnel Syndrome 
M. Kremer, R. W. GiLuiattr, J. S. R. GOLDING, and 
T. G. Witson. Lancet [Lancet] 2, 590-595, Sept. 19, 
1953. 12 refs. 


The acroparaesthesia syndrome occurs typically in 
women in the age group 40 to 50 who are busy house- 
wives. Ina series of 40 cases operated on at the Middle- 
sex Hospital, London, in the 2-year period ending Sep- 
tember, 1952, there were 5 times as many women as men, 
the ages of the patients ranging from 26 to 68 years. 
The onset was usually nocturnal and insidious, no par- 
ticular change being found in the patient’s mode of life 
to account for the symptoms. Generally the patient 
complained of a tingling, burning pain in the fingers 
and palm after a few hours’ sleep; in many cases the 
pain spread into the forearm or even up to the shoulder. 
Relief was obtained by shaking and moving the arm, by 
hanging the arm out of bed, or, when the pain was severe, 
by walking about. The symptoms might recur several 
times during the night, and in the morning the fingers 
felt stiff, wooden, and useless, this immobility being the 
result of fear of using the hands rather than of weakness. 
Careful inquiry revealed that the little finger was not 
affected, the paraesthesia being limited to the area of 
distribution of the median nerve. 

The authors review the aetiology of the condition and 
conclude that the paraesthesia is due to compression of 
the median nerve at the wrist. In their view to prescribe 
rest in these cases is a counsel of perfection, the most 
satisfactory treatment being operation, which consists in 
division of the flexor retinaculum and release of the 
median nerve. In 37 of the 40 cases immediate and 
permanent relief was obtained; in the remaining 3 a 
second operation was necessary to free the nerve, this 
being followed by complete recovery. 

[This is a very useful paper for those who have to deal 
with this common and interesting condition.] 

N. S. Alcock 


862. A Pneumatic-tourniquet Test in the Carpal-tunnel 
Syndrome 

R. W. and T. G. Witson. Lancet [Lancet] 
2, 595-597, Sept. 19, 1953. 7 refs. 


It has been shown that in patients with nocturnal 
acroparaesthesia the symptoms become much worse 
when the circulation to the arm is arrested by a pneumatic 
cuff above the elbow. The authors, at the Middlesex 
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Hospital, London, have made use of this phenomenon 
in the diagnosis of the carpal-tunnel syndrome. It is 
pointed out that in healthy subjects arrest of the cir- 
culation by a cuff above the elbow is followed within 
1 to 2 minutes by a faint fluttering sensation in the hands 
which usually develops into a diffuse tingle. When this 
test was carried out on 50 control subjects without any 
neurological disorder affecting the hand, it was found that 
in some cases this sensation of fluttering was restricted 
to the palm and in others it was so slight that it could 
not be ascribed to any particular finger. Well-marked 
ischaemic tingling was either diffuse throughout the hand 
or predominant in the ulnar area; it was never felt 
strongly in the median area without the ulnar fingers 
being equally or more affected. 

Of 35 patients suspected of having an irritative lesion 
of the median nerve in the carpal tunnel the ischaemic 
reactions were altered in 13; within 30 to 60 seconds 
of the inflation of a cuff round the arm above the elbow 
paraesthesia was noted in the median area, sometimes 
becoming severe. This occurred only when there was 
severe irritation of the nerve, and in several cases dis- 
appeared during a temporary remission. In patients 
with less severe irritation the ischaemic reaction was not 
usually altered, but there was early sensory loss in the 
median area, numbness of all digits supplied by the 
median nerve being detectable within 5 to 10 minutes. 
Although sensory loss may appear first in the median 
territory in healthy subjects, it is unusual for any definite 
change to be detectable within 10 minutes. 

In most of the cases the condition cleared up within a 
few weeks of division of the flexor retinaculum. How- 
ever, in cases of well-marked preoperative sensory loss a 
much longer period elapsed before the patient recovered 
full sensation in the fingers; in these cases arrest of the 
circulation to the arm by the application of a pneumatic 
tourniquet provided a sensitive test of residual nerve 
damage. N. S. Alcock 


NEUROMUSCULAR DISEASES 


863. Studies in Myasthenia Gravis. Use of Edro- 
phonium Chloride (Tensilon) in Differentiating Myasthenic 
from Cholinergic Weakness 

K. E. OssERMAN and L. I. KAPLAN. Archives of Neuro- 
logy and Psychiatry {Arch. Neurol. Psychiat. (Chicago)| 
70, 385-392, Sept., 1953. 11 refs. 


The injection of 10 mg. of edrophonium chloride 
(“* tensilon ’’) intravenously produces fasciculation in the 
normal subject. In patients suffering from myasthenia 
gravis under treatment at the Mount Sinai Hospital, 
New York, the authors noted three different reactions 
according to the efficacy or otherwise of the treatment. 
(1) In 6 patients receiving inadequate amounts of anti- 
cholinesterase agents there was an increase in muscle 
power without fasciculation, and similar results were 
obtained in 3 patients whose therapy had become in- 
adequate because of the presence, respectively, of an 
intercurrent infection, a peptic ulcer, and a malignant 
thymoma. (2) In 8 patients receiving adequate treat- 
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ment, tensilon produced little or no increase in strength 
and, with 2 exceptions in which it was slight, fasciculation 
was absent. (3) In overtreated patients suffering from 
cholinergic reactions, tensilon gave rise to a transient 
increase in the weakness, particularly of the respiratory 
muscles. Fasciculation occurred in 2 out of 3 cases. 
Side-reactions, such as cramps, lacrimation, and sweating, 
were prominent. 

The authors suggest that the edrophonium test offers 
a method of distinguishing between myasthenic and 
cholinergic crises, which are often difficult to differentiate 
on purely clinical grounds, and that it may also be of 
value in assessing the adequacy of the therapy. The 
best time for performing the test is 12 hours after a dose 
of octylmethylpyrophosphoramide and 2 hours after the 
administration of neostigmine. As tensilon is excreted 
within one hour, there is little danger of adding to the 
severity of a cholinergic crisis. ' L. G. Kiloh 


864. Studies in Myasthenia Gravis: Edrophonium 
Chloride (Tensilon) Test as a New Approach to Manage- 
ment 

K. E. OssERMAN, L. I. KAPLAN, and G. Besson. Journal 
of the Mount Sinai Hospital |J. Mt Sinai Hosp.] 20, 165- 
172, Sept.—Oct., 1953. 4 refs. 


The use of “tensilon”’’ (edrophonium chloride) in 
determining the effect of treatment in myasthenia gravis 
is described in this paper from the Mount Sinai Hospital, 
New York. [cf. Abstract 863.] 

When an intramuscular injection of 10 mg. of tensilon 
is given to a patient with myasthenia gravis which has 
not been otherwise treated, a rapid increase in muscle 
trength without fasciculation is observed. A similar 
dose in a myasthenic patient who is overtreated with 
an anticholinesterase drug results in increased weak- 
ness and frequently fasciculation. The authors find that 
a test dose of tensilon is useful in myasthenia gravis which 
is not easily controlled by treatment, and when there is 
difficulty in determining whether the muscular weakness 
is myasthenic or due to overdosage. It is particularly 
helpful in cases complicated by respiratory difficulty. 

J. W. Aldren Turner 


865. Action Potentials in Muscular Atrophy of Neuro- 
genic Origin 

F. BUCHTHAL and P. Pinetit. Neurology [Neurology] 
3, 591-603, Aug., 1953. 8 figs., 23 refs. 


It is well established that electromyography can be of 
considerable help in the diagnosis and prognosis of muscle 
atrophies due to lesions of lower motor neurones, and 
in differentiating these from myopathies. In motor 
neurone lesions individual action potentials can be 
identified during maximal voluntary effort, when the 
duration of these potentials is increased. Further, fibril- 
lation potentials occur in denervated resting muscle. 
In this paper the authors deal mainly with the significance 
of increase in the duration of the action potential. At 
the University Institute of Neurophysiology, Copen- 
hagen, a study of action potentials was carried out in 
66 cses of neurogenic muscle atrophy. The cases com- 
prised examples of partial nerve section, compression 
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neuritis and perineuritis, amyotrophic lateral sclerosis, 
Werdnig—Hoffmann disease, and syringomyelia. Muscle 
biopsy specimens were also obtained in many of the 
cases. 

The results were considered in three groups: (1) 
atrophies of spinal origin; (2) atrophies following peri- 
pheral nerve lesions; and (3) atrophies of combined 
peripheral and central origin. The mean duration of 
action potentials in Group | tended to be increased and 
this increased duration was correlated with the degree of 
atrophy. Other findings were that the mean amplitude 
of the action potentials exceeded that in normal muscles, 
and that there was an increase in the polyphasic potentials 
in the atrophic muscles. In 16 of the 34 cases of muscle 
atrophy due to peripheral nerve disease (Group 2) there 
was an increase in the duration of the mean action 
potential, but in 18 cases it was normal. Action-potential 
amplitude showed no constant change, and there was 
no correlation between duration and clinical features. 
In Group 3 the findings were generally similar to those 
in Group 1, with a tendency to an increase in the mean 
duration of the action potentials. 

On the basis of these findings an attempt is made to 
differentiate various types of atrophy, and the authors 
suggest that an increase both in mean duration and 
amplitude suggests affection of the anterior horn cell, 
while increase in mean duration alone implies a peri- 
pheral nerve lesion. They suggest further that the in- 
crease in duration is due to temporal dispersion of almost 
simultaneous discharges from different sub-units in 
atrophy of spinal origin, and to temporal dispersion of 
activation in the same sub-unit in cases of peripheral 
nerve disease. L. A. Liversedge 


866. Observations on Pentosuria in Neuromuscular Dis- 
orders 

A. L. Drew and B. T. SELvING. Neurology [Neurology] 
3, 563-568, Aug., 1953. 16 refs. 


After describing the method of urine collection and the 
technique of identification of pentose (p-ribose) in the 
urine by the osazone method, the authors report the 
findings in 31 patients investigated at the University of 
Michigan Medical School, Ann Arbor, of whom 4 had 
muscular dystrophy, 3 myotonia dystrophia, and 3 myo- 
tonia congenita; the remaining 21 patients had various 
disorders of the nervous system not primarily affecting 
the muscles. Pentosuria was present in all the 10 cases 
of muscle disease and in 7 of the others, but in no case 
of neurogenic muscular atrophy was pentose found. 
Pentosuria was produced in one normal subject by the 
institution of a fruit diet, and it is suggested that for the 
purposes of the test patients should previously be 
deprived of fruit. 

The problem of the production of pentosuria is dis- 
cussed. Attention is drawn to the possibility of false 
positive results caused by confusing pentose with 
derivatives of glycuronic acid and phenylsemicarbazide. 
Provided such errors are avoided, serial quantitative 
tests may, it is thought, be of some value in following 
the course of patients with muscle dystrophy. 

L. A. Liversedge 
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867. Review of Mental Illness in the Older Age Group 
E. E. ROBERTSON and N. L. M. Browne. British Medical 
Journal [Brit. med. J.] 2, 1076-1079, Nov. 14, 1953. 
2 figs., 4 refs. 


With the object of drawing attention to the wide 
variety of clinical syndromes observed in patients over 
the age of 60 with some form of mental disorder the 
authors have analysed the diagnoses in 198 female 
patients of this age group who were admitted to the 
Royal Edinburgh Hospital for Mental and Nervous Dis- 
orders between January, 1946, and December, 1951. 
The diagnostic grouping was as follows: (1) organic 
psychosis (92 patients); (2) ‘* functional ’’ psychosis (96 
patients); and (3) mixed affective and organic psychosis 
(10 patients). (The “ functional’ psychoses included 
schizophrenia and affective and psychopathic states.) 

Cerebral arteriosclerosis and senile dementia were 
diagnosed in 68 of the patients in Group 1, 59 of them 
being 70 or more years of age on admission. Other forms 
of organic cerebral disease were diagnosed in the remain- 
ing 24 patients, all of whom were under 70 years of age. 
Affective states were diagnosed in 65 patients in Group 2, 
56 of whom were under 70 years of age. 

There was a history of previous mental illness in 31 
of 58 patients with uncomplicated depression or mania, 
in 20 of 23 with schizophrenia or paraphrenia, and in all 
the 8 patients suffering from psychopathic states and 
epilepsy. About one-half of the patients with depression, 
whether uncomplicated or secondary to organic disease, 
had no history of a similar illness earlier in life. 

G. de M. Rudolf 


868. Five Years’ Experience with Disulfiram in the 
Treatment of Alcoholics 

O. MARTENSEN-LARSEN. Quarterly Journal of Studies on 
Alcohol (Quart. J. Stud. Alcohol] 14, 406-418, Sept., 1953. 
2 figs., 15 refs. 


The author, Director of the Alcoholics Treatment 
Centre, Copenhagen, here describes the methods which, 
in his experience of some 2,000 cases of alcoholism 
treated with disulfiram antabuse ’’), have given the 
best results with the minimum risk. The great majority 
were treated as out-patients, yet there were few side- 
effects and no deaths. 

The method used is as follows. At the first con- 
sultation non-intoxicated patients are given disulfiram 
in a dose of 15 mg. per kg. body weight, together with 
instruction on the disulfiram—alcohol reaction and its 
treatment. If the patient is intoxicated when first seen, 
half the above dose is given, together with an anti- 
histaminic drug (such as promethazine, 25 mg.) plus 5 g. 
of sodium chloride. The antihistamine seems to counter- 
act the cardiovascular effect of the disulfiram—alcohol 
reaction. ‘* Allonal’’ (200 mg.) also favourably en- 
hances the medication. With this treatment many 
patients are able to return to work the following day, 


but before doing so they should be given the other half 
of the initial dose plus 5 g. of sodium chloride, and in 
some cases 5 or 10 mg. of amphetamine. During the 
first 3 months of treatment the optimum maintenance 
dose is determined according to the reaction to alcohol. 
Most patients start with 250 mg. of disulfiram (less than 
5 mg. per kg. body weight) taken at bedtime. The 
second consultation generally takes place on the Sth day, 
and thereafter the patient is seen at intervals increasing 
up to | or 2 months (apart from their attendances for 
individual and group psychotherapy and at relaxation 
classes). 

The author discusses the side-effects which may occur, 
and advises on their alleviation. On the whole he 
recommends keeping the daily dose of disulfiram below 
5 mg. per kg. body weight, pointing out that the effects 
of the drug increase during the first 3 months of con- 
tinued treatment. The only pathological contra- 
indication to disulfiram treatment is marked cardiac 
decompensation, and even in such cases abuse of alcohol 
may be the greater danger. The value of combining 
disulfiram with an antihistamine drug in both the initial 
treatment of the intoxicated patient and in relapse is 
emphasized. R. J. Matthews 


869. Psychotic Reactions in Problem Drinkers Treated 
with Disulfiram (Antabuse) 

E. A. MACKLIN, A. SIMON, and G. H. Crook. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat. 
(Chicago)} 69, 415-426, April, 1953. 17 refs. 


Psychotic reactions were observed in 10 patients at the 
Langley Porter Clinic, San Francisco, who were given 
disulfiram (“‘ antabuse *’) in the treatment of alcoholism. 
In 5 cases depressive psychosis developed; 4 of the 
patients recovered and one committed suicide. Of the 
remaining 5 patients, 2 had paranoid schizophrenia and 
3 had paranoia, mania, and Korsakoff’s psychosis 
respectively. The authors stress the psychogenic element 
present in these cases, and believe that the toxic effect of 
disulfiram has been over-emphasized. [This view is sup- 
ported by the 5 cases of depression, but the details given 
of the other 5 cases suggest that there was definite organic 
impairment which was an important feature in the 
clinical picture.] James Harper 


870. Toxic Manifestations in the Antabuse—Alcohol 
Reaction. Study of Electrocardiographic Changes 

J. D. MarkHam and E. C. Horr. Journal of the 
American Medical Association [J. Amer. med. Ass.| 152, 
1597-1600, Aug. 22, 1953. 1 fig., 11 refs. 


The authors studied electrocardiographically the 
effect on the heart of a test dose of alcohol in 44 alcoholic 
patients undergoing treatment with disulfiram (‘* anta- 
buse*’). Changes were observed in the electrocardio- 
gram in 40 patients, the most important being lowering, 
flattening, or inversion of the T wave, depression of ST 
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segment, and prolongation of the Q-T interval. These 
changes are ascribed to right ventricular strain caused by 
the direct toxic action on the myocardium of the meta- 
bolic products of the disulfiram—alcohol reaction. The 
effect is reversible and responds to the administration of 
ascorbic acid. 

The authors emphasize that the disulfiram—alcohol test 
should be used only to demonstrate to the patient the 
effect of taking alcohol while under treatment, and not 
a conditioning or frightening experience’. They 
deprecate the deliberate production of a severe reaction 
by administration of large doses of disulfiram and 
alcohol, and recommend that disulfiram should not be 
given to a patient with signs of cardiac abnormality. 

James Harper 


871. Anxiety and Depressive States Treated with Iso- 
nicotinyl Hydrazide (Isoniazid) 
H. M. SALzerR and M. L. Lurie. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat. (Chicago)\ 70, 
317-324, Sept., 1953. 6 refs. 


Isoniazid was given to 40 patients with depressive 
states of varied aetiology and to one with an anxiety 
state under treatment in private psychiatric practice. 
Of the 41 patients, 25 had had previous episodes of 
depression and 22 of these had received electric convul- 
sion therapy, while most of the patients had previously 
received psychotherapy and amphetamine for one or 
more months without effect. (Patients with severe 
depression and suicidal patients were excluded from the 
study.) 

The dose of isoniazid employed was 50 mg. by mouth 
3 times a day, increasing to 100 mg. 3 times a day. 
Improvement occurred in 28 patients, beginning after 
1 to 3 weeks. In one case parenteral administration 
was necessary. The isoniazid was continued for several 
weeks after the disappearance of the symptoms. Of the 
13 patients deriving no benefit from isoniazid, 5 failed 
subsequently to respond to electric convulsion therapy. 
No serious toxic effects were seen, and 2 diabetic patients 
included in the series showed no ill effects. The follow- 
up period varied from 1 to 6 months. 

L. G. Kiloh 


872. Selective Frontal Operations in Psychosurgery. 
(Les opérations frontales sélectives en psycho-chirurgie) 
J. Le Beau. Revue neurologique (Rev. neurol. (Paris)| 
88, 413-460, 1953. 7 figs., bibliography. 


A series of 150 cases in which selective topectomy and 
undercutting of different areas of the frontal lobes was 
performed at three Paris hospitals is here analysed from 
the clinical, psychological, anatomical, and physiological 
points of view. The series included cases of chronic 
epileptic character disorder, psychosis, psychoneurosis, 
and intractable pain. Resection of Areas 9 and 10 was 
performed for intractable organic pain and for non- 
organic pain with anxiety, as also for hypomanic states 
with severe anxiety. Cingulectomy was performed for 
obsessional states, chronic epileptic behaviour disorders, 
and hypomania without anxiety, while hypochondriasis 
complicating intractable pain seemed to respond to re- 


section of the orbital areas. Undercutting was restricted 
to the aged and physically infirm. 

Factorial analyses of certain psychological traits made 
before and after the operation showed specific changes 
in the various factors studied (neuroticism, psychoticism, 
introversion, and extroversion) according to the cortical 
area resected. Social rehabilitation was the principal 
benefit obtained. No postoperative intellectual deterio- 
ration was observed. Owing to the selective nature of 
the operations it was possible to study the course of 
frontal afferent and efferent fibres post mortem in several 
cases, confirming current views on fronto-diencephalic 
connexions. The author claims that the possibility of 
relating specific areas of the frontal cortex to personality 
and character traits through factorial analysis and psycho- 
surgery opens a new field for research. 

Richard de Alarcon 


873. Intrafrontal Autohaemotherapy as a Form of 
Leucotomy. (Uber die intra-frontale Eigenblutinjektion 
als Variante der Leukotomie) 

E. SPERLING. Archiv fiir Psychiatrie und Nervenkrank- 
heiten, vereinigt mit Zeitschrift fiir die gesamte Neurologie 
und Psychiatrie [Arch. Psychiat. Nervenkr.| 190, 377-388, 
1953. 15 refs. 


The author reports from the Westend Hospital (Free 
University of Berlin) the results of the injection of the 
patient’s own blood into the frontal lobes in 16 psychiatric 
cases, together with 2 further cases in which procaine was 
the fluid injected. This variant of leucotomy is attri- 
buted to Stender (Nervenarzt, 1950, 21, 514), who was 
of the opinion that the haematoma formed at the per- 
formance of a standard leucotomy played a significant 
role in the efficacy of the operation, acting as a source of 
“sterile inflammation’’ which altered the general 
humoral balance of the brain. The present author’s 
patients formed a mixed group suffering from schizo- 
phrenia, involutional depression, compulsion neurosis, 
schizo-affective disorders, and in one case from a post- 
encephalitic excitement state. All the patients had 
proved resistant to other methods of treatment such as 
electric conyulsion therapy and insulin, but were not 
regarded as deteriorated. Their ages ranged from 20 to 
over 50 years, and the illnesses had been present for 
periods varying between 6 months and 40 years. 

Under analgesia with hexobarbitone, 10.ml. of the 
patient’s own blood was injected 7 cm. deep into the 
frontal lobe through a needle inserted in the same manner 
as a transorbital leucotome. An interval of 3 or 4 days 
was allowed to elapse between the injections on the two 
sides. There were no significant complications and no 
deaths, 4 patients were sufficiently improved to resume 
their employment, and most of the others were definitely 
better for a limited time, some up to 2 years. In 5 cases 
prefrontal or transorbital leucotomy was subsequently 
performed. There was no evidence of personality 
changes such as emotional blunting or lack of drive 
following the procedure, and the author, after discussing 
possible modes of action of the injection, concludes that 
this operation has a place in psychiatric treatment inter- 
mediate between intensive electric convulsion therapy 
and transorbital leucotomy. J. B. Stanton 
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874. Local Use of Hydrocortisone Acetate: a Pre- 
liminary Report 

R. C. V. Rosinson. Bulletin of the Johns Hopkins 
Hospital (Bull. Johns Hopk. Hosp.| 93, 147-149, Sept., 
1953. 5 refs. 


Forty-two patients with atopic dermatitis, pruritus ani, 
pruritus vulvae, or discoid lupus erythematosus were 
treated with topical applications of an ointment con- 
taining 2-5°% hydrocortisone acetate. Twenty of twenty- 
eight patients with atopic dermatitis showed definite 
improvement within 24 hours. All patients had exacer- 
bations when applications were discontinued. Five of 
eight patients with pruritus vulvae and one of three 
with pruritus ani improved as long as the ointment 
was kept applied but sustained flare-ups on withdrawal. 

The results in discoid lupus erythematosus in this series 
are such that further study is indicated, since other 
investigators do not agree as to its value.—[Author’s 
summary. ] 


875. Corrective Surgical Planing of Skin. New Tech- 
nique for Treatment of Acne Scars and Other Skin Defects 
A. Kurtin. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph. (Chicago)| 58, 389-397, Oct., 1953. 
6 figs., 2 refs. 


Although abrasion of the skin with sandpaper has been 
found to be effective for removing scars and tattoo marks, 
its use has certain drawbacks. To obviate these the 
author has devised a method in which the abrasion is 
performed by means of a small, revolving, cylindrical, 
wire brush powered by an electric motor on the same 
principle as a dental drill, the speed at which the brush 
revolves being controlled by a foot-operated lever. 

The area to be treated—usually the face—is first 
covered for 20 minutes with a pack impregnated with 
chilled 5°% propylene glycol, after which complete anal- 
gesia is induced by means of an ethyl chloride spray in 
conjunction with a “ blower ”’ which directs a stream of 
air to the area to ensure rapid cooling. An area of 
3 sq. in. (19 sq. cm.) is “* frozen”’ at a time, as it has 
been found that this can be dealt with before thawing 
and softening occur. It is pointed out that the depth to 
which abrasion can be carried can be learnt only by 
experience. Up to four sessions have been found neces- 
sary to ensure maximum improvement. Postoperative 
treatment consists in applying two gauze packs in the 
first 14 hours and then a daily dry dressing. 

The author claims that the new skin is soft and pliable 
and does not have the glazed appearance of scar tissue. 
He has removed acne scars in 249 cases with excellent 
results, and has also successfully treated a variety of 
other conditions. He obtained a good response in 2 
cases with smallpox. and chickenpox scars respectively. 
He considers that once the technique has been mastered, 
the procedure can be carried out in the consulting-room. 
Not more than four treatments should be given to any 


one area, and the possibility of the occurrence of per- 
sistent skin irritability, such as has been reported after 
sandpapering, must be kept in mind. 

Ferdinand Hillman 


876. Chondrodermatitis Nodularis Chronica Helicis. 
Report of Ninety-four Cases and Survey of Literature 
with Emphasis upon Pathogenesis and Treatment 

V. D. Newcomer, C. G. STEFFEN, T. H. STERNBERG, and 
L. LICHTENSTEIN. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph. (Chicago)| 68, 241-255, Sept., 
1953. 4 figs., 24 refs. 

Chondrodermatitis nodularis chronica helicis occurs 
chiefly in patients over the age of 50, pain or tenderness, 
occurring especially at night, being the presenting symp- 
tom. It is found more often on the right helix than on 
the left, but it may be bilateral and occasionally its site 
is the antihelix. The lesion sometimes ulcerates. In the 
opinion of the present authors its histopathology has 
hitherto been misinterpreted owing to lack of knowledge 
of the normal microscopic structure of the auricular 
cartilage in elderly people. Sections of cartilage from 
the ears of 20 normal subjects of all ages were therefore 
examined at the Veterans Administration and. University 
of California Medical Centers, Los Angeles. Below the 
age of 40 it was of the elastic type, the ground substance 
being coarse in appearance in the central part, and 
becoming less coarse and more homogeneous towards the 
periphery; the central area was basophilic, contrasting 
abruptly with the eosinophilic periphery. Changes in 
this picture were found with advancing age, the uni- 
formity of the basophilic matrix being interrupted by 
ill-defined focal plaques of eosinophilic hyalinization 
with complete disappearance of the chondrocytes and 
their lacunae, separated from the normal tissue by 
bundles of eosinophilic stra nds. Sometimes there were 
small deposits of calcium. Moreover, in the older 
subjects the cells and lacunae were bigger and more 
widely separated, the cells in some cases disappearing 
entirely, especially in the peripheral areas. These 
changes, which have been described as occurring in 
chondrodermatitis nodularis chronica helicis, are there- 
fore of no aetiological significance, being in fact the 
changes which occur normally in the cartilage of the ear 
with advancing age. 

From a study of 94 cases of chondrodermatitis 
nodularis chronica helicis, the authors assert that the 
histological changes peculiar to this disease are to be 
found not in the cartilage, but in the skin, there being a 
small area of necrosis in the epidermis, sometimes with 
ulceration, around which are hyperkeratosis and acan- 
thosis. In the corium there is inflamed granulation 
tissue rich in small vessels, with active reticuloendothelial 
hyperplasia and mobilization of histiocytes. The granu- 
lation tissue may erode the cartilage sup erficially, and 
scar tissue tends to envelop small nerve bundles within 
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or near the perichondrium. In older lesions there is 
more fibroblastic proliferation, and a more chronic type 
of inflammatory infiltrate, with lymphocytes, plasma 
cells, and mononuclear macrophages, occurs. 

Treatment with daily local infiltrations of 0-5 to 1 ml. 
of a 2% solution of procaine hydrochloride, with or 
without the addition of histamine sulphate, has given 
promising results in the treatment of this disorder. 

: E. Lipman Cohen 


877. The Effect of Topically Administered Cortisone on 
Experimentally Induced Contact Dermatitis in Human 
Beings. [In English] ‘ 

M. ScHWaRTz. Acta allergologica [Acta allerg. (Kbh.)] 
15 refs. 


In view of the good results obtained with cortisone in 
some eye conditions and in certain types of lupus erythe- 
matosus, the effect of topically administered cortisone on 
experimentally-induced contact dermatitis was investi- 
gated at the City Infirmary Hospital (Washington 
University School of Medicine), St. Louis. 

For 9 consecutive days, 375 mg. of cortisone ointment 
was rubbed daily into an area of 40 sq. cm. on the left 
forearm of 11 subjects who had previously been sensi- 
tized to 2:4-dinitrochlorobenzene (DNCB); the right 
forearm in each case served as a control, ointment base 
only being applied. On the tenth day the skin was 
challenged with DNCB. Subsequently 6 patients con- 
tinued inunction of cortisone daily for 8 days to both 
arms, the remaining 5 patients using ointment base only. 
The cortisone ointment in no way altered the develop- 
ment or course of the contact dermatitis. 

A. W. Frankland 


878. Pityriasis Lichenoides and Parapsoriasis 
J.T. INGRAM. British Journal of Dermatology [Brit. J. 
Derm.] 65, 293-299, Sept., 1953. 1 fig., 5 refs. 


The author believes that the problem of pityriasis 
lichenoides and parapsoriasis is due for reconsideration, 
holding that the former condition is a distinct entity and 
should not be regarded as a form of parapsoriasis guttata. 
The manifestations and natural history of pityriasis 
lichenoides are described, with particular reference to 32 
patients who have been followed up for a number of 
years at the General Infirmary at Leeds. The importance 
of separating pityriasis lichenoides chronica and its 
variant, pityriasis lichenoides et varioliformis acuta, from 
the group of parapsoriasis lies in the facts that in pity- 
riasis the ultimate prognosis is good, the affection never 
passes into any of the types of parapsoriasis, malignant 
forms of reticulosis never supervene, the disease is self- 
limiting, and recovery is to be expected. Confusion may 
arise in the early stages, since similar lichenoid papules 
may occur in any of the patterns of parapsoriasis. 

the author goes on to describe a series of 26 patients 
with various types of parapsoriasis proper. Neoplastic 
changes of a reticulosis-like character such as leukaemia, 
Hodgkin’s disease, mycosis fungoides, and lympho- 
blastoma may occur, associated with reticular patterning 
determined by vascular changes. The same patterning 
is seen in poikiloderma atrophicans vasculare, in which 
there are telangiectasia, atrophy, and a tendency to neo- 


plastic change. Such patterning may also be seen in 
cases of damage to small vessels by drugs or by infections 
such as syphilis, and in allergic disorders such as poly- 
arteritis nodosa. The importance of these observations 
in relation to the aetiology of parapsoriasis is discussed. 
It is thought that parapsoriasis is probably a symptom 
complex rather than a disease sui generis. With regard 
to incidence, out of 20,000 patients seen by the author 
in private practice in the past 25 years there were 10 cases 
of pityriasis lichenoides and 26 of parapsoriasis; in 
70,000 hospital out-patients the corresponding figures 
were 31 and 45. S. T. Anning 


879. The Treatment of Lupus Erythematosus with 
Mepacrine (Atabrine) 

G. Harvey and T. COCHRANE. Journal of Investigative 
Dermatology [J. invest. Derm.] 21, 99-104, Aug., 1953. 
10 refs. 


Mepacrine was tried in the treatment of patients with 
lupus erythematosus at the Royal Infirmary, Glasgow, 
the series comprising 20 patients who had not previously 
been treated for the condition and 42 who had failed to 
respond to other therapeutic measures. Only 12 of the 
patients in the first group responded satisfactorily, while 
in 25 of the patients in the second group the response 
was considered good. In nearly all the patients, however, 
there was a relapse after withdrawal of the drug, a much 
higher relapse rate than that observed with bismuth and 
oxophenarsine hydrochloride (“‘ mapharside’’). A good 
temporary response was also obtained in 3 patients with 
subacute and one patient with acute lupus erythematosus. 
Exfoliative dermatitis developed in one patient, lichenoid 
dermatitis in 3 patients, and hyperkeratosis of palms 
and soles in 2. Proguanil (‘* paludrine’’) and chloro- 
quine were each given to 10 patients. The former was 
without effect, but the response in 2 of the patients given 
chloroquine was excellent, although one of these sub- 
sequently relapsed. 

The percentage of satisfactory results in this series 
was 59-7, compared with 73:5 in a series of 117 cases 
treated with bismuth and 66-2 in a series of 56 treated 
with oxophenarsine. John T. Ingram 


880. The Approach to Psoriasis 
J. T. INGRAM. British Medical Journal [Brit. med. J.] 
2, 591-594, Sept. 12, 1953. 4 figs., 3 refs. 


The nature of the problem of psoriasis is discussed, 
the author suggesting that psoriasis is a constitutional 
disorder in which the fundamental maladjustment is 
related to climate, though secondary influences—infec- 
tive, endocrine, or nervous—may play an important part. 
There is a tendency for the disease to be inherited and 
so to be associated with some racial predisposition. 
The epidermal character of the condition is stressed. 

The routine treatment carried out at the General 
Infirmary at Leeds over the last 20 years is described. 
It is suggested that hospital facilities for the treatment 
of patients with psoriasis should be organized under the 
National Health Service, thereby providing a stimulus to 
purposeful research, both clinical and fundamental. 

G. B. Mitchell-Heggs 
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The Breast 


881. Effects of Intensive Sex Steroid Hormone Therapy 
in Advanced Breast Cancer 

B. J. KENNEDY and I. T. NATHANSON. Journal of the 
American Medical Association [J. Amer. med. Ass.] 152, 
1135-1141, July 18, 1953. 8 figs. 


The high dosage of sex hormones usually employed 
in the palliative treatment of advanced cancer of the 
breast produces reactions over and above the well-known 
secondary manifestations of sex hormone therapy and 
which are not so commonly recognized. In this report 
the clinical responses of over 300 patients under intensive 
treatment for | to 6 months are described. 

In a few cases early deleterious reactions made a dis- 
continuance of hormone administration essential. The 
remainder fell into two groups. (1) A series of 82 women 
with carcinoma of the breast were treated with 50 to 
100 mg. of testosterone propionate in oil intramuscularly 
3 times weekly. The side-effects included hoarseness, 
hirsutism, loss of hair, acne, ruddy complexion, drowsi- 
ness, nausea, vomiting, feeling of well-being, increase in 
weight and in libido, oedema, uraemia, and hyper- 
calcaemia. The incidence of these effects ranged from 
4 to 76%, and each is separately discussed in detail. 
(2) A series of 235 patients with advanced mammary 
carcinoma were treated with oestrogens for periods 
ranging from one month to one year, 178 receiving di- 
ethylstilboestrol in doses varying from 5 to 400 mg. 
(usually 15 mg.) daily by mouth, while the remainder 
were treated with clinically equivalent doses of natural 
or other synthetic oestrogens. A list of the side-effects 
observed and their incidence is given, with descriptive 
details of each group of symptoms. These included 
anorexia, nausea, gastro-intestinal disturbances, in- 
creased local pigmentation, dermatological changes, 
uterine bleeding, urinary incontinence, and oedema. 

The authors attribute the variety and frequency of 
occurrence of reactions during treatment with these sub- 
stances to the specific properties of the hormones used, 
and state that they bear no relation to the action of the 
hormones on the tumour itself. H. G. Crabtree 


882. Hypercalcemia, a Complication § of 
Therapy of Advanced Breast Cancer 

B. J. KENNEDY, D. M. Tipsetts, I. T. NATHANSON, and 
J.C. Aus. Cancer Research (Cancer Res.| 13, 445-459, 
June, 1953. 11 figs., 34 refs. 


The authors report the occurrence of clinical evidence 
of hypercalcaemia in 9 cases in a series of 361 women 
with advanced cancer of the breast treated with steroid 
hormones at the Massachusetts General Hospital and 
the Pondville Hospital (Massachusetts Department of 
Public Health), together with 2 further cases not included 
in this consecutive series. Of these 11 patients, 7 were 
treated with testosterone alone, one with stilboestrol 
alone, and 3 with both testosterone and stilboestrol. 
All 11 patients had osseous metastases. The symptoms of 
hypercalcaemia were anorexia, nausea, vomiting, weak- 


Hormone 


ness, and drowsiness, progressing sometimes to stupor, 
with vascular collapse, and death; of the 11 patients 
described here, 3 died of hypercalcaemia. 

Hypercalcaemia occurred only in cases with osseous 
metastases, and two possible reasons for its development 
are suggested: (1) that the tumour may’ be stimulated 
rather than controlled by the hormone therapy and the 
consequent demineralization of bone floods the circula- 
tion with calcium; and (2) that the immobilization of an 
individual with this advanced disease may produce a 
natural decalcification of the skeleton which adds its 
quota to the already high serum calcium content. 
Vomiting and drowsiness are fairly common effects of 
steroid therapy even without hypercalcaemia, but the 
authors suggest, in view of their experience, that if these 
symptoms develop during a course of hormone therapy 
for malignant disease the serum calcium level should 
be determined and, if it is raised, extensive search should 
be made for osseous metastases. They find that testo- 
sterone is more likely to induce this syndrome than the 
oestrogens; and that the onset of symptoms may precede 
the changes in the blood chemistry which, in addition 
to hypercalcaemia, include a fall in serum phosphorus 
and non-protein nitrogen levels. 

Treatment consists in reduction of the dose of hormone, 
or its temporary omission, and copious administration of 
parenteral fluid; to correct the electrolyte imbalance by 
temporarily reducing the amount of ionized calcium in 
the blood, 250 mi. of 25°, solution of sodium citrate is_ 
administered intravenously and may be repeated after 
6 hours if there is no improvement. Measures may also 
be necessary to correct alkalosis due to impairment of 
renal function as a result of calcinosis of the tubules and 
the deposition of calcium in the glomerular tufts. This 
complication is likely to be the cause of death in such 
cases. H. J. B. Atkins 


883. Treatment by Oecstrogens of Pulmonary Meta- 
stases from Breast Cancer 

B. A. Stott and F. British Medical Journal (Brit. 
med. J.] 2, 796-800, Oct. 10, 1953. 6 figs., 5 refs. 


The results of oestrogen therapy in 61 cases of car- 
cinoma of the breast with pleural or lung metastases 
seen at the London Hospital between 1943 and 1950 are 
compared with those obtained in 66 similar cases in 
which oestrogen therapy was not given. They support 
the well-recognized view that administration of oestro- 
gens may be the most effective method of treatment of 
this complication of carcinoma of the breast. Of the 
treated patients, 19 survived 12 months as against 5 of 
the untreated patients. Radiological evidence of regres- 
sion of the pulmonary lesions was found in about one- 
quarter of the treated group, but was not observed in 
any of the control group. The authors emphasize that 
the effect of oestrogen therapy is temporary only, and 
that there is no evidence that hormones act prophylactic- 
ally against pulmonary metastases. H. J. B. Atkins 


262 


w 
N 
Ie 
2¢ 
de 
s 
in 
de 
th 
th 
ci 
ag 
co 
co 
Sti 
fre 
de 
th 
ra 
ce 
af 
in 
ta 
ps 
In 
he 
in 
Pz 
A 
[ 
th 
in 
S 
of 
ac 
(1 
5 
th 
a 
W 
in 
ch 
th 
|| 


Paediatrics 


884. The Physical Growth and Development of Children 
who Survived the Atomic Bombing of Hiroshima or 
Nagasaki 

W. W. GREULICH, C. S. CRISMON, and M. L. TURNER. 
Journal of Pediatrics {[J. Pediat.| 43, 121-145, Aug., 1953. 
20 figs., 4 refs. 


The authors have studied the physical growth and 
development over the years 1947-50 of children who had 
survived the atomic bombing of Hiroshima and Nagasaki 
in 1945. The great majority of these children had a 
definite history of epilation and radiation illness following 
the bombing. A total of 203 boys and 231 girls from 
the first 6 forms of elementary schools in the bombed 
cities were examined, a similar number of comparably 
aged children from two unbombed towns acting as a 
control group. Heights and weights were taken and 
compared for the two groups of children and also with a 
standard height—weight—age table for 1946-7 prepared 
from S.C.A.P’s Nutrition Survey. Skeletal status was 
described in terms of skeletal age, which was based on 
the Greulich-Pyle standards and was determined from 
radiographs of the hand, wrist, and other bones, and 
certain other physical measurements. 

It was found that both the growth and the development 
of children who survived the bombing were adversely 
affected, and some of this retardation was still obvious 
in 1950, being found to affect boys more than the girls 
of the same age group. Suggested causes for the re- 
tardation are the effects of radiation, physical injuries, 
psychological trauma, and the subsequent malnutrition. 
In some cases wounds sustained in 1945 were still un- 
healed and the possibility of malignant change developing 
in these cases is discussed. Elaine M. Osborne 


INFANT FEEDING 


885. Breast-feeding in the Oxford Child Health Survey. 
Part II. Comparison of Bottle- and Breast-fed Babies 
A. STEWART and C. Westropp. British Medical Journal 
[Brit. med. 2, 305-308, Aug. 8, 1953. 13 refs. 


A study of the relation of the method of feeding to 
the growth, development, and incidence of infection in 
infants during the first year of life was carried out by the 
Social Medicine Unit of the University of Oxford as part 
of the Oxford Child Health Survey. 

The 580 babies included in the survey were grouped 
according to the duration of breast feeding as follows: 
(1) 235 babies who were still completely breast-fed at 
5 months; (2) 142 whose weaning had been started in 
the first month; (3) 84 weaned in the 2nd or 3rd month: 
and (4) 119 weaned in the 4th or Sth month. There 
were no significant differences between the four groups 
in respect of sex distribution, proportion of firstborn 
children, average birth weight, or average parental weight, 
these being the factors known to influence weight gain 


during the first year. Thus the expectation was that, 
other things being equal, the average weight gain at the 
end of 6 months would be approximately the same in all 
groups. In fact it was found [although no statistical 
evidence of validity is given] that the babies in Group 4 
were on the average 124 oz. (354 g.) heavier than those 
in Group 1. The tentative explanation given for this 
surprising finding is that breast-fed babies probably suffer 
from minor degrees of underfeeding. Skeletal develop- 
ment at the end of the first year, as assessed from the 
number of carpal and epiphysial centres visible in the 
radiograph of the left wrist, the patency of the fontanelle, 
and the number of erupted teeth, was compared in the 
four feeding groups. No real differences were found 
except for a tendency for those who were weaned early 
to have more teeth than those weaned later. The 
crawling and walking habits were also broadly similar in 
the four feeding groups with a tendency, however, for 
the breast-fed babies to be slightly less mobile than the 
others. 

The incidence of gastro-enteritis, bronchitis, otitis 
media, and head colds was determined in relation to 
the duration of breast feeding, and the age and mode 
of feeding at the time of contracting the infection noted. 
Gastro-enteritis was comparatively rare while the babies 
were completely breast-fed, and reached its maximum 
incidence during the weaning period of mixed feeding; 
it was most frequent among babies whose weaning was 
started in the 6th month or before the first. No apparent 
relation was found between the incidence of the other 
infections and the duration of breast feeding or any par- 
ticular mode of feeding. The incidence of head colds, 
however, was shown to increase with the size of the family, 
owing presumably to the more frequent introduction of 
infection by the other children in the household. 

David Morris 


NEONATAL DISORDERS 


886. Hyaline Membrane in the Neonatal Lung 
A. E. CLatrEAUx. Lancet [Lancet] 2, 749-753, Oct. 10, 
1953. 7 figs., 11 refs. 


A careful and detailed search for hyaline membrane 
in the lungs was carried out at necropsy in the 810 cases 
of stillbirth and neonatal death which occurred at Queen 
Charlotte’s Maternity Hospital and the Hammersmith 
Hospital, London, during the 5-year period 1948-52, 
and the results are here reported. Hyaline membrane 
was found in 108 cases, and only in infants who had 
been born alive; the incidence among the 376 liveborn 
infants was thus 29%, and 80% of those affected were 
premature (weighing less than 2,500 g. at birth). The 
relation between the incidence of hyaline membrane and 
the age at death, cause of death, and incidence of ob- 
stetrical and maternal abnormalities were examined: 71 
infants (66%) died within the first 24 hours, and hyaline 
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membrane was the sole pathological condition found in 
81 cases (75%); one in every 5 had been delivered by 
Caesarean section, and some abnormality of pregnancy 
(including multiple pregnancy in 17%) had occurred in 
69 cases (64%). The detailed pathological findings are 
fully described and well illustrated. 

The author contends that the hyaline membrane is a 
cellular structure composed of flat squames derwed from 
the liquor amnii, and that aspiration of the liquor amnii 
is the primary factor in the production of the membrane. 
In support of this theory he describes experiments in 
which the cellular centrifuge deposit from specimens of 
human liquor amnii was resuspended in saline and in- 
cubated at 37° C. for 7 to 10 days, when the flat squames 
previously seen were found to have lost their nuclei and 
some to have coalesced to form hyaline masses resem- 
bling those seen in the lung. The incubated liquor was 
then centrifuged and the deposit ground in a virus 
grinder and resuspended in saline containing chloram- 
phenicol. This material was then injected intratracheally 
into 6 young albino rats, while a control rat was given 
a similar injection of a sterile suspension of unincubated 
deposit from the same fluid. Examination of the lungs 
of the first 6 rats, which were killed after 1, 2, 3, 5, 24, 
and 29 hours respectively, showed the presence in 5 
animals of an acidophil hyaline membrane plugging 
bronchioles and lining alveolar ducts, the appearance of 
which in 3 of the rats ** was exactly comparable to that 
found in the lung of an infant’. The lungs of the control 
rat contained occasional collections of cornified cells 
which bore only a faint resemblance to hyaline membrane. 

David Morris 


887. Some Effects of Exogenous Thyroid or Thyroxin 
upon Premature Infants 

S. S. STEVENSON, P. WirTH, R. BASTIANI, and T. S. 
DANOwSKI. Pediatrics [Pediatrics] 12, 263-271, Sept., 
1953. 15 refs. 


Forty-eight premature infants, whose condition seemed 
satisfactory at one week of age and whose weights 
approximated 1,500 gm., were selected for this study. 
Even-numbered infants in the series were given daily 
doses of desiccated thyroid or thyroxin for periods 
averaging 34 weeks; odd-numbered infants were given 
placebos of lactose according to the same schedule. 
The clinical progress of the infants was noted and weekly 
red cell counts, hemoglobin and serum protein-bound 
iodine levels were determined. 

Daily doses of 60 to 120 mg. thyroid produced no 
significant effects upon clinical condition and progress 
or upon the protein-bound iodine level. Daily doses of 
thyroid 180 mg. or thyroxin 0-2 mg. did not affect the 
caloric and fluid intake, the gavage incidence, the amount 
of vomiting, the skin color or the body temperature. 
Such dosage, however, decreased the weight gain, 
increased the pulse rate and increased the incidence of 
diarrhea. A higher percentage of infants so treated 
required blood transfusions and did not fare so well 
Clinically. The level of serum protein-bound iodine was 
elevated. The administration of thyroid or thyroxin to 
premature infants selected as noted above is therefore 


without observable benefit and is sometimes harmful. 
The effects of daily dosage with thyroxin 0-2 mg. were 
at least as great as those with thyroid 180 mg. 

The mean protein-bound iodine level of 32 untreated 
infants was 5-7-0-47 at an average age of 9 days, and 
mean values for the control infants did not differ signi- 
ficantly from this figure during a subsequent five week 
period. These levels do not suggest that the premature 
infant is deficient in circulating thyroxin. 

Thyroid doses exceeding 120 mg. per day are necessary 
to produce pharmacologic effects in premature infants 
and in euthyroid children and adults. This implies that 
the thyroid gland of the premature infant produces and 
releases thyroxin in amounts comparable to those of 
normal, older human beings and approximating 120 mg. 
thyroid per 24 hours. Medication of the athyrotic cretin 
should be adjusted with this in mind. When caloric 
intake is adjusted by the desires of the premature infant, 
he ingests an average of about 150 calories per kg. body 
weight per 24 hours. On such a regimen, his weight 
gain approximates that of his fetal colleague of the same 
gestational age and averages more than 30 gm. per day. 
—[Authors’ summary.] 


888. Urinary Water Excretion and Neurohypophysial 
Function in Full Term and Premature Infants Shortly after 
Birth 

R. G. Ames. Pediatrics [Pediatrics] 12, 272-282, Sept., 
1953. 5 figs., 23 refs. 


In order to establish whether newly born and young 
infants have the capacity to excrete excess water as 
diluted urine and thus provide evidence as to whether 
the antidiuretic hormone of the neurohypophysis is 
active in the newly born, urine samples were collected 
at the Babies Hospital and Sloane Hospital for Women, 
New York, through an indwelling catheter every 5 to 
15 minutes for 3 hours after 30 ml. of water per kg. 
body weight had been given through a small plastic tube 
passed through the nose into the stomach. The ages 
of the 67 infants ranged from 3 hours to 92 days, and their 
weights from 1:2 kg. to 5:7 kg. The water load was 
given one hour after feeding, and inulin and creatinine 
clearances were measured. 

During the first 3 days of life changes in renal function 
could not be attributed with certainty to the administra- 
tion of an extra load of fluid, but by the end of the first 
month this ability had become measurable. In the first 
24 hours of life less than 10% of the water given was 
excreted in 3 hours, but at 3 days of age this figure had 
risen to 35%, and at 7 days of age to 50%. When water 
was given intravenously in the form of a 2-5°%% glucose 
solution, there was little or no diuresis in the first 24 hours 
of life, but in older infants the pattern was similar to 
that following oral administration. Immaturity had 
little influence on the rate of development of the function 
of water excretion. In further tests the intravenous 
injection of 0-5 to 5-0 milliunits of vasopressin, given 
between 20 and 40 minutes after loading with water, 
resulted in little or no change in urine excretion in the 
first 3 days of life, but diuresis was affected for periods 
up to 40 minutes in older infants, the urinary output 
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falling to 0-25 ml. per minute from an average of 2-8 mi. 
per minute before administration of the hormone. The 
presence of endogenous antidiuretic hormone was 
demonstrated in babies under 3 years of age by with- 
holding fluid for 6 to 8 hours, after which urine collected 
in the last 30 minutes of this period was found to contain 
an active antidiuretic principle equivalent to 1-25 milli- 
units per ml. of urine. As the result of discomfort or 
excitation of the subjects an antidiuretic effect could be 
produced: equivalent to 0-75 milliunit of vasopressin, 
the urinary flow then falling from 1-5 to 0-1 ml. per 
minute. L. H. Worth 


CLINICAL PAEDIATRICS 


889. The Treatment of Pinworm (Enterobius vermi- 
cularis) Infection with Bacitracin and Sulfasuxidine 

K. F. CHAN and H. W. Brown. Journal of Pediatrics 
[J. Pediat.| 43, 290-293, Sept., 1953. 9 refs. 


The authors report from the College of Physicians and 
Surgeons, Columbia University, New York, the results 
of the combined treatment with bacitracin and “ sulfa- 
suxidine ’’ (succinyl sulphathiazole) of 28 cases of infesta- 
tion with pinworm (Enterobius vermicularis), 9 of the 
cases being in adults and 19 in children. The diagnosis 
in all cases was confirmed by discovery of ova in the 
stools. Both drugs were given by mouth—for 5 days to 
17 patients (6 adults and 11 children) and for 7 days: to 
the remaining 11 (3 adults and 8 children). The patient 
was regarded as cured if 6 consecutive negative anal 
swabs were obtained in the 3 weeks following completion 
of treatment. On this basis 23 patients of the 28 were 
cured—an over-all recovery rate of 82%. Results were 
less good in the group treated for 5 days (13 out of 17 
recovered, or 77%) than in that treated for 7 days (10 out 
of 11 recovered, or 91°). The only unpleasant side- 
effect was the passing of loose stools in a few cases, but 
this was not considered severe enough to necessitate 
interruption of treatment. 

The authors consider that the combined treatment with 
bacitracin and succinyl] sulphathiazole is more effective 
than when either agent is used alone. They point out, 
however, that the fact that these drugs are expensive and 
have to be given in relatively large amounts will greatly 
restrict their usefulness. Charles McNeil 


840. The Pathogenesis of Infantile Athrepsia. [In 
English] 

E. KERPEL-FRONIUS, F. VARGA, and S. KovACH. Annales 
paediatrici [Ann. paediat. (Basel)] 181, 129-146, Sept., 
1953. 5 figs., 33 refs. 


Athrepsia (marasmus, “‘ decomposition *’) is the most 
severe form of infantile malnutrition; its main features 
are great loss of weight involving all the tissues, with 
total disappearance of subcutaneous fat; the skin be- 
comes grey, the lips cherry red, the extremities cold and 
cyanotic, and the palms and soles erythematous. The 
in‘ant is semicomatose with subnormal temperature, 
bradycardia, and slow respiration rate. The condition 
arises when an infant already wasted because of under- 


nutrition becomes dehydrated as a result of a superadded 
infection, usually gastro-enteritis caused by Bacterium 
coli (Type B4, BS, or B6), which may itself follow some 
other, parenteral, infection. 

The authors studied the haemodynamics and meta- 
bolism of 57 such infants at the University of Pécs, 
Hungary, and found a great diminution of plasma 
volume in all cases, with slowing of the circulation. 
The effects of this are in part mitigated by a general 
reduction in metabolism, with consequent reduced 
oxygen and circulatory requirements. Eventually, how- 
ever, this process reaches a point at which it becomes 
irreversible and will not respond to treatment. 

Winston Turner 


891. Alkalosis in Infants. Treatment by Intravenous 
Infusion of Ammonium Chloride 

S. A. Doxiapis, M. K. GOLpFINCH, and K. S. Ho Lt. 
Lancet [Lancet] 2, 801-804, Oct. 17, 1953. 1 fig., 23 
refs. 


The more widespread use of infusion of ammonium 
chloride for the treatment of severe alkalosis has been 
restricted by the fear of toxic reactions and the need for 
biochemical control. In this paper from the Children’s 
Hospital, Sheffield, are reported the results of such treat- 
ment in 5 infants aged 2 to 11 weeks who were suffering 
from pyloric stenosis and were dehydrated and alkalotic; 
2 infants aged 4 months who were hydrocephalic but had 
no upset of acid—base balance acted as controls. In 
the dehydrated cases an infusion of glucose or of glucose 
and saline was given to relieve dehydration and to restore 
sodium loss, followed by 80 to 250 ml. of M/6 ammon- 
ium chloride solution (0-89 g. per 100 ml.). 

In 4 of the infants a fall in the plasma carbon 
dioxide level occurred which averaged 0-43 mEq. per 
litre per ml. of M/6 ammonium chloride per kg. body 
weight. On the assumption that two-thirds of the 
infused chloride is available to lower the plasma carbon 
dioxide level of the extracellular fluid and that 25% of 
the body weight is extracellular fluid the expected fall 
would be 0-45 mEq. The fall in the plasma carbon 
dioxide level was balanced by a rise in the level of 
chlorides. The infusion of glucose—saline affected the 
urinary pH and minute volume, but it was observed that 
in the 2 infants with hydrocephalus there was a marked 
diuresis following the ammonium chloride infusion when 
the urine minute volume approached or exceeded the 
rate of infusion. The dehydrated babies showed no 
diuresis, and the urinary pH remained at 6-8 to 7-0 in 
2 cases and fell in one. The tendency for the urinary pH 
to fall in the normally hydrated infants was largely 
masked by the high volume of urine. 

As to toxicity, 2 of the infants with pyloric stenosis 
developed convulsions, but it is considered that this was 
not due to the ammonium ions and that these cases were 
examples of ** water intoxication’. The clinical reaction 
of the alkalotic babies was good; they all improved, 
became quiet, and hunger and vomiting presented no 
problem. 

The authors conclude that the intravenous infusion 
of ammonium chloride is an efficacious, rapid, and safe 
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means of relieving alkalosis, provided the infusion is 
given slowly and the patient is not in a state of sodium 
depletion. E. H. Johnson 


892. Reinvasion Dyspepsia. (Uber die Reinvasions- 
dyspepsie) 

K. SCHREIER and G. WeBerR. Monatsschrift fiir Kinder- 
heilkunde |Mschr. Kinderheilk.] 101, 364-367, Aug., 1953. 
17 refs. 


Among 180 children treated at the Children’s Clinic 
of the University of Heidelberg with aureomycin, 
chloramphenicol, or ** terramycin ’’ (oxytetracycline) for 
conditions not primarily affecting the intestinal tract, 
there were 5 in whom, on withdrawal of the antibiotic, 
a severe gastro-enteritis developed which in one case 
was fatal. The possible causes of such a condition (to 
which the name “ reinvasion dyspepsia ’’ is given), such 
as idiosyncrasy and overgrowth of fungi or atypical 
strains of Bacterium coli, are discussed. Whatever the 
reason for the gastro-enteritis the authors consider its 
occurrence in a proportion of cases to be yet another 
argument against the indiscriminate and unnecessary use 
of the newer antibiotics. I. A. B. Cathie 


893. Acute Essential Asystole of Infants. 
aigué essentielle du nourrisson) 

L. CAussADE, N. NEIMANN, J. SIMONIN, and S. GRAND- 
JEAN. Pédiatrie [Pédiatrie] 8, 783-796, 1953. 6 figs., 
32 refs. 


The authors describe briefly the clinical picture in 
11 infants, seen at the Clinique Médicale Infantile, Nancy, 
who suffered from acute cardiac insufficiency. Brief 
observations are made on the post-mortem findings in 
*7 of the cases. The administration of ACTH was tried 
in 4 cases without apparent benefit. 

The main histological features revealed at necropsy 
were interstitial oedema and lymphocytic or monocytic 
infiltration of the myocardium. The possible aetiology 
of this condition is discussed, and because most of the 
cases arose in an area of endemic poliomyelitis the 
authors speculate on a possible viral origin of the myo- 
carditis. 1. A. B. Cathie 


(L’asystolie 


894. Haemolytic Disease of the Newborn with Special 
Reference to Exchange Transfusion, 1950-1953 

B. S. Davies, J. GERRARD, W. L. F. HATCHUEL, and 
B. E. HowartH. Birmingham Medical Review [Bgham 
med. Rey.] 18, 77-84, 1953. 9 refs. 


The authors report their observations on exchange 
transfusion in 72 consecutive cases of haemorrhagic 
disease of the newborn (excluding 28 infants who were 
hydropic or stillborn) seen at Birmingham Maternity 
Hospital and on a further 124 selected cases from other 
centres, a total of 196. Exchange transfusion was given 
only to infants whose cord haemoglobin value was less 
than 14-8 g. per 100 ml., or who were premature, had 
affected siblings, or were jaundiced. By these criteria 
115 (59%) of the whole series received this treatment, 
a further 31 (16°,) were given simple transfusions, and 
50 required no specific treatment. The mortality in the 
115 infants given exchange transfusions was 13°%. From 


experience gained in the fatal cases the following points 
are emphasized: (1) an exchange of 60 ml. of blood 
per lb. (130 ml. per kg.) body weight will not prevent 
kernicterus in severe cases, and 80 to 100 ml. per Ib. 
(175 to 220 ml. per kg.) is essential; (2) the donor blood 
must be adequately warmed to 98° F. (37° C.); (3) the 
blood should be partially packed, more cells but less 
total blood being given than removed, for fear of causing 
overloading of the heart. 

In their series the authors noted that, neglecting the 
Rh factor, the blood of the father of jaundiced infants 
was compatible, on the ABO system, with that of the 
mother in 85% of cases, while the mother’s blood was 
compatible with the father’s in 62% of cases. This 
finding might point to an additional factor in the sensi- 
tization of the mother. The severity of the foetal con- 
dition appeared to bear little relation to the maternal Rh 
titre, though very high values were associated with still- 
born or hydropic infants. The pattern of haemolytic 
disease in affected families is not necessarily progressive, 
mild cases often being followed by other mild cases. 
In a severe case where the father is homozygous for the 
D factor, later siblings should, however, be delivered 
prematurely by Caesarean section. 

H. Payling Wright 


895. Bronchiectasis and _ Bronchostenosis following 
Primary Tuberculosis in Infancy and Childhood 

H. WiLviams and C. ANDERSON. Quarterly Journal of 
Medicine [Quart. J. Med.] 22, 295-308, July, 1953. 
14 figs., 21 refs. 


The authors report the results of a study, carried out 
at the Children’s Hospital, Melbourne, over a 5-year 
period, of 40 patients aged 5 months to 12 years with 
primary pulmonary tuberculosis and either pulmonary 
collapse (37) or consolidation (3). All were Mantoux- 
positive, and in 28 cases Mycobacterium tuberculosis was 
cultured from the gastric contents or sputum. Broncho- 
scopy and x-ray examination after the introduction of 
iodized oil were carried out in all cases. Of 35 patients 
examined at an early stage, in 32 a bronchial lesion was 
demonstrated—bulging of the wall in 12, tubercles or 
tuberculoma in 10, granulation tissue in 9, and a block 
in one (who was examined by bronchography alone). 
No bronchial lesion was found in the remaining 2 or in 
the 5 who were not examined until later. Permanent 
collapse and bronchiectasis followed in 32 cases. [It is 
not clear from the text at what period abnormalities 
came to be regarded as permanent: only 2 uninfected 
bronchiectatic lobes were examined histologically, and 
although bronchi and bronchioles were dilated, mucosa, 
submucosa, elastic tissue and cartilage were histologically 
normal.]} 

Of the 32 cases in which bronchial stricture was seen, 
complete resolution occurred in 22, while in 10 the 
narrowing was regarded as permanent. One child, who 
died following pneumonectomy 3 years after the original 
infection, had a collapsed, bronchiectatic, right middle 
lobe with a bronchus narrowed by fibrous tissue en- 
closing calcified caseous material. The right lung was 
affected more than twice as often as the left, and the 
upper lobes more often than the lower. The develop- 


me 
pr 
by 
or 
de 
Co 
or 
co 
co 
lot 
rac 
cli 
log 
in 
sy 
cu 
Sy 
m 
fo 
on 
me 
bre 
ect 
cas 
me 
bre 
ch 
late 
pal 
the 
is 
suf 
bre 
bre 
mé 
cul 
sur 
de 
[ 
an 
89E 
D. 
ge 
du 
epi 
bre 
bei 
occ 
in 
The 
occ 
br 
epi 
evi 
de 


PAEDIATRICS 267 


ment of bronchiectasis or bronchostenosis from the 
primary tuberculous complex may be unaccompanied 
by any illness. Four of the authors’ patients, who were 
originally examined as contacts, developed bronchiectasis 
despite complete freedom from signs or symptoms. 
Cough with a wheeze, especially on excitement, emotion, 
or exercise and sometimes diagnosed as asthma, was the 
commonest clinical finding in this series. Emphysema, 
collapse, and consolidation in one or more segments or 
lobes and occurring in sequence made the clinical and 
radiological pattern bewildering in some cases. The 
clinical signs were mostly slight compared with radio- 
logical ones, though during the period of active bronchial 
involvement there were usually associated constitutional 
symptoms of active infection. After healing of the tuber- 
culosis, bronchiectasis and bronchostenosis did not cause 
symptoms or abnormal physical signs. 

Treatment consisted in rest in bed at home. Strepto- 
mycin, in doses of 20 to 40 mg. per kg. body weight daily 
for 5 weeks to 6 months, was given to 15 of the children 
only, without striking benefit, though its use is recom- 
mended when there is ulceration of a lymph node into a 
bronchus or infiltration of the bronchial wall. Bronchi- 
ectasis required treatment with penicillin only in the 3 
cases which became secondarily infected, no special 
measures being adopted in the others or in the cases of 
bronchostenosis. If stenosis of the bronchus is marked, 
chronic secondary infection is likely to occur sooner or 
later, but surgical treatment should be deferred until the 
patient is old enough to cooperate fully with the physio- 
therapist. If the stenosis is mild, observation is all that 
is required. 

The authors suggest that plain radiographs are in- 
sufficient for the demonstration of bronchiectasis and 
bronchostenosis, and that without bronchoscopy and 
bronchography complete healing of tuberculous lesions 
may be mistakenly assumed. They believe that tuber- 
culosis does not contribute largely to the production of 
suppurating bronchiectasis, possibly because it does not 
destroy the essential bronchial and bronchiolar structure. 

[The original paper should be carefully studied by 
anyone interested in pulmonary disease in children.] 

A. W. Franklin 


896. Epidemic Bronchitis in Children 
D. H. Garrow and J. W. Fawcett. Lancet [Lancet] 
2, 795-799, Oct. 17, 1953. 2 figs., 29 refs. 


The number of children under 5 years of age with 
generalized bronchitis admitted to four London hospitals 
during the winters of 1949-50 and 1950-1 achieved 
epidemic proportions, a total of 497 children with 
bronchitis, bronchiolitis, or pneumonia of diffuse type 
being admitted in the two winters. The epidemics 
occurred at about the same time as influenza epidemics 
in the general population, but did not coincide exactly. 
The peak of the influenza-B epidemic of the first winter 
occurred 10 weeks after- the peak of the epidemic of 
bronchitis, while in the second winter the peak of the 
epidemic of bronchitis followed that of the influenza-A 
epidemic by 5 weeks. The peak of the bronchitis epi- 
demic did, however, coincide with an increase in the 


number of deaths from respiratory conditions in children 
under 5 years of age. 

Bacterial examination of throat swabs and aspirate 
from the nasopharynx did not reveal any causal agent, 
and examination of serum for cold agglutinins and 
complement-fixing antibodies to the viruses of psittacosis, 
influenza A and B, and Q fever was negative in all except 
2 cases in which antibodies to influenza virus were found 
without a rise in titre. The bronchitis epidemic in the 
first winter was more severe than that in the second 
winter, and preceded a mild inftuenza-B epidemic; the 
milder epidemic of bronchitis in the second winter 
followed a severe influenza-A epidemic. 

The authors conclude that these epidemics of bron- 
chitis were not caused by any of the viruses studied, but 
were not bacterial in origin. The aetiology remains 
obscure. E. H. Johnson 


897. The Occurrence and Treatment of Migraine in 


Children. (Het optreden en de behandeling van migraine 
bij kinderen) 
J. C. pe Wit. Maandschrift voor kindergeneeskunde 


[Maandschr. Kindergeneesk.| 21, 259-269, Aug., 1953. 
23 refs. 


Of 74 children with periodic headache examined by 
the author, 15 presented the characteristic syndrome of 
migraine. Among these 15 the incidence of allergic 
phenomena was not disproportionately high, but all 
had a family history of migraine. These children, 
together with 45 others from the same or other 
migrainous families (totalling 26) who had no headache 
before puberty, were followed up. Of the 15 with 
periodic headaches in childhood, 10 lost their migraine 
at the time of puberty (4 girls and one boy continuing 
to have attacks), while of the 45 with no headache in 
childhood, 8 (6 female, 2 male) developed definite attacks 
at that time, the higher proportion of females affected 
during pubetty being possibly explained by the presence 
of allergy to oestrogens in 7 of the girls. The incidence 
of allergy generally, however, was not significantly higher 
in the children with headache before puberty than in 
those without, and out of 16 of the latter group who were 
regarded as showing allergic phenomena in childhood, 
only 4 developed migraine at puberty. It is therefore 
concluded that allergic factors are not important in the 
aetiology of migraine in childhood. On the other hand 
the study of these children suggested that attacks of 
migraine are frequently psychogenic, and educational 
influences are regarded as an important element in 
treatment. 

Of the drugs used in the treatment of juvenile migraine, 
antihistaminics were the most beneficial, even in non- 
allergic children, 12 out of 15 being freed altogether 
from attacks, although there was a recurrence at puberty 
(after stopping treatment) in 4 cases, one of which failed 
to respond again to antihistaminics. Of the remaining 
3 cases, 2 responded partially and one not at all to the 
drugs. Ergotamine tartrate and neostigmine were also 
tried, but the results were inferior to those obtained with 
antihistaminics. The relief afforded by antihistaminics 
was apparently not due to any sedative effect. An 
illustrative case report is appended. R. Crawford 
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898. Chronic Bronchitis: an Introductory Examination 
of Existing Data 

N. GoopMan, R. E. LAng, and S. B. RAMPLING. British 
Medical Journal Brit. med. J.] 2, 237-243, Aug. 1, 1953. 
5 figs., 21 refs. 


Working at the University of Manchester, the authors 
have examined recent trends in mortality from ‘* chronic 
bronchitis ’’, as shown by the Registrar General's figures 
for England and Wales, deaths from *‘ bronchopneu- 
monia’’ and ‘* myocardial degeneration’’ being con- 
sidered in parallel with those from bronchitis in view of 
their frequent coexistence in the older age groups. The 
death rates from chronic bronchitis for the years 1939-50 
were plotted for each sex and for 10-year age groups from 
45 to 74 years. The rate for males was between 3 and 4 
times greater than that for females of the same age, and 
was Closely similar to that for females 10 years older. The 
ratio of males to females dying of this cause below 
the age of 65 was considerably in excess of that for other 
causes of death. Data on mortality from chronic bron- 
chitis in each social class were available only for the 3 
years 1930-2, and showed a steep gradient, the rate in 
Class V being 5 times greater than that in Class I for 
both sexes. The death rates from myocardial disease 
were similarly but less steeply graded. The rates for 
various geographical regions of England and Wales 
showed that mortality from chronic bronchitis is highest 
in the conurbations and the northern and western regions 
and lowest in the rural areas. There was some variation 
in the sex ratio between the regions. The importance 
of atmospheric pollution in the aetiology of bronchitis 
is stressed. Comparison of the mortality from bron- 
chitis among males aged 20 to 65 in various occupations 
during 1930-2 with that for all males in the corresponding 
social ciasses showed a high ratio for the dusty trades, 
whereas for predominantly outdoor occupations the 
figure was low. 

The scanty data available on morbidity from chronic 
bronchitis suggest that the incidence is higher in women 
than in men, there being apparently a preponderance of 
milder cases in women, but little is known of the effect 
on incidence of different occupations. The importance 
of the disease as a cause of disablement is emphasized. 

R. H. Crawley 


899. Studies of Cancer Death Rates at Different Ages 
in England and Wales in 1921 to 1950: Uterus, Breast 
and Lung 

P. Stocks. British Journal of Cancer (Brit. J. Cancer) 
7, 283-302, Sept., 1953. 2 figs., 12 refs. 


The author demonstrates that although marriage and 
childbearing can be shown to be factors influencing the 
death rates from uterine cancer and cancer of the breast, 
the changes in these factors which have occurred among 
successive cohorts of women born between 1880 and 


1905 can have had little effect on the trends of these 
rates as shown in the Registrar General’s figures for 
England and Wales. 

That mortality from cancer of the uterus has declined 
is shown by cohort analysis—for example, in the 1940's 
the death rate at ages 35 to 40 (that is, in women born 
about 1905) was only about half the rate for the same 
age group in the 1920’s (in women born about 1885). 
From an analysis of deaths from cancer of the cervix 
it is deduced that the risk of developing this disease is 
least in single women and greatest in married women 
who have had 5 or more children. Since cancer of the 
cervix accounts for about four-fifths of all cases of 
uterine cancer, it is argued that of the changes in- fertility 
components known to have occurred it is the fall in the 
proportion of married women who bear 5 or more 
children that should have exerted the greatest influence 
on the death rate from cancer of the uterus as a whole. 
Nevertheless, standardization for parity (using as standard 
the known parity distribution in 787 cases of cancer of 
the cervix and 202 cases of cancer of the uterus) indicates 
that decline in family size over the past 20 years could 
have accounted for no more than 8% of the decline in 
mortality at ages 45 to 54 of cohorts of women born 
between 1875 and 1900, the observed improvement being 
between 28 and 40%. The remainder of the decline must 
be attributed to other factors such as improved hygiene 
and more effective treatment. 

On the other hand mortality from cancer of the breast 
at ages under 45 has increased among women born since 
1900, whereas at ages 45 and over (for cohorts born 
between 1875 and 1895) it has declined. Employing 
methods similar to those adopted above, the author 
shows that the death rate at over 45 from cancer of the 
breast is highest among single women and-lowest among 
married women with 5 or more children. Whereas ,the 
increase in the proportion of women marrying before 
age 45 would account for a decline of 1% in the death 
rate at ages 45 and over, it is estimated (from the known 
parities of 383 married women treated in the years 1945-8 
for cancer of the breast) that the concomitant decline in 
average family size would have increased the death rate 
at these ages by 9°% had fatality remained constant, the 
net result being an increase of 8%. The fact that no 
such increase occurred, and that instead some decline 
is apparent, suggests a real improvement in survival rates. 

In the third part of this study the ratios of deaths from 
cancer of the lung and bronchus to all deaths from cancer 
are analysed by triennial periods for cohorts of males 
born since 1855. Two main arguments are developed: 
(1) that the picture thus presented of the initial wave of 
increase in this disease, starting in 1928, reaching a 
temporary peak in 1931, and diminishing until 1937, 1s 
what would be expected from improved recognition of 
the disease following Barnard’s description of its patho- 
logy in 1926; and (2) that the part played by sulphon- 
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amides and penicillin in preventing a number of deaths 
from pneumonia so that cancer could be recognized can 
have accounted for only one-fifth of the increase in 
mortality from cancer of the lung which has occurred 
since 1940. Reference is also made to current theories 
purporting to explain the remainder of this increase. 

E. Lewis-Faning 


EPIDEMIOLOGY AND IMMUNIZATION 


900. Observations on an Outbreak of Infectious 
Hepatitis in Baltimore during 1951 

A. M. LILIENFELD, I. D. J. Bross, and P. E. SARTWELL. 
American Journal of Public Health [Amer. J. publ. Hlth) 
43, 1085-1096, Sept., 1953. 3 figs., 10 refs. 


An account is given of an intensive epidemiological 
investigation into an outbreak of infective hepatitis in 
1951 in a new housing estate in Baltimore with a popula- 
tion of 3,790 individuals. The total number of cases 
was 117, of which only 8 were without jaundice. A 
survey of 792 (90%) of the 888 resident families showed 
an attack rate for a one-year period of 29%. The 
highest rate was found in girls in the age group 5-14 
years, but there were no significant differences with regard 
to school attended, economic status, duration of residence 
in the city, or whether parenteral inoculations had 
recently been given. 

The secondary attack rate among those who had not 
received gamma globulin was 8-8%, but only one case 
occurred among those who had received the prophylactic. 
It appears, therefore, that the secondary attack rate 
among unprotected individuals was lower than has been 
reported in rural communities, suggesting that there is a 
higher endemic level of infection in urban areas, resulting 
in a smaller number of persons susceptible to infection 
upon the occurrence of a focal outbreak. Persons in 
households adjacent to an affected household were shown 
to run an increased risk of infection. It was considered 
that the faecal—oral route as a means of transmission of 
the virus was more likely than the air-borne route. 

A. Trevor Jones 


901. Epidemiology of Viral Hepatitis A 
J. Stokes. American Journal of Public Health [Amer. J. 
publ. Hlth] 43, 1097-1100, Sept., 1953. 13 refs. 


The author describes the occurrence of endemic 
hepatitis with jaundice in a Chicago orphanage, which 
had persisted since 1942 and which affected neither the 
infants nor mothers admitted for delivery of their 
infants, but the new student-nurses shortly after their 
admission ‘for training. Pending further studies the 
injection of gamma globulin, begun in November, 1948, 
was effective in preventing, in all but one case, further 
jaundice among these nurses. The globulin was stopped 
in September, 1949, and within 2 months of their joining 
the staff 9 of 20 new student-nurses developed hepatitis, 
in 6 cases with jaundice, while the previously protected 
nurses, with one exception, remained free. 

Skin tests on both nurses and children were performed, 
and the search for presence of virus in stools in certain 


children, the examination of personnel, the tracing of 
possible sources of infection, and hepatic function tests 
were carried out. This study, together with known data 
already reported, led to the following conclusions. 
(1) Infective hepatitis A has a faecal—oral type of 
spread. (2) Epidemics have a mean incubation period of 
20 to 25 days, although this may be increased if there is 
attenuation of the virus. (3) Individual cases may be- 
come chronic but remain active, and carry the virus in 
their stools. (4) Gamma globulin in doses as small as 
0-01 ml. per Ib. (0-022 ml. per kg.) body weight is 
effective for temporary protection. Passive immunity in 
many cases may be changed into a _passive—active 
immunity if the patient continues at risk during his 
waning passive immunity. (5) The severity of hepatitis A 
is, in general, positively correlated with age. (6) A 
recently developed skin test suggests that virus A may 
be a virus of uniform antigenic properties (similar to 
measles or mumps) which produces permanent immunity. 
That most of the population have had hepatitis A by the 
age of 30 years accords well with the effective protection 
given by gamma globulin. 

[This is a stimulating and valuable article, in which the 
study of an institutional outbreak of viral hepatitis A and 
the careful deductions from it, together with an accurate 
evaluation of related literature, bring into focus most of 
the essential epidemiological points.] 

A. Trevor Jones 


902. An Experience with Vaccination against Influenza 
B in 1952 by Use of Monovalent Vaccine 

A. V. HEeNNeEssy, E. Minuse, F. M. DAVENPORT, and 
T. FRANCIS. American Journal of Hygiene [Amer. J. 
Hyg. 58, 165-173, Sept., 1953. 1 fig., 11 refs. 


The value of a monovalent vaccine in an influenza-B 
epidemic occurring in a residential school in 1952 is 
discussed in this paper from the University of Michigan. 

Three approximately equal groups of individuals were 
inoculated respectively with a vaccine containing a 
formalin-inactivated Lee strain of influenza virus, a 
polyvalent Type-A vaccine, and a saline solution. Anti- 
body titres of paired sera were tested before and after 
vaccination and during the epidemic, which occurred, 
conveniently, 3 months after vaccination. The virus 
was isolated from throat washings in some typical cases, 
and the epidemic was shown to be due to an influenza-B 
virus antigenically different from the Lee strain used in 
the vaccine. 

Though the protection afforded by ‘vaccination was 
fair, it was not as striking as anticipated. Influenza 
occurred in 7% of the protected group compared with 
19% of the control group. It occurred more frequently 
in the younger children than in the older ones and pre- 
dominantly in those with a low antibody level in the 
serum. The antibody response 2 weeks after vaccination 
was good, but it had fallen rapidly 6 months later. This 
inability to sustain a protective antibody level in the 
serum was a feature in the younger children who had 
had no previous attack of influenza, and explained in 
part why vaccination was not more successful. 

D. Geraint James 
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903. Berylliosis. Summary and Survey of All Clinical 
Types Observed in a Twelve-year Period 

J. M. DENarpbi, H. S. VAN ORDSTRAND, G. H. CurRTISs, 
and J. Ziecinski. Archives of Industrial Hygiene and 
Occupational Medicine [Arch. industr. Hyg.] 8, 1-24, 
July, 1953. 6 figs., 23 refs. 


During the 12 years 1940-51, the authors have observed 
and treated 468 patients suffering from various types of 
beryllium intoxication—dermatitis, tracheobronchitis, 
and pneumonitis. The cases were observed at three 
plants in the Lorain area of Ohio engaged in the extrac- 
tion and processing of beryllium, in which a total of 
3,027 persons were employed during the period, the 
number employed at the end of that time being 369. 
[From the figures given it is clear that the labour was 
largely migratory and the labour turnover considerable, 
which may have been partly due to fluctuation in demand 
for military purposes.]} 

Acute dermal and ocular manifestations appeared in 
209 persons; minor and major respiratory-tract involve- 
ment occurred in 222 persons; the chronic form of the 
disease was represented by 2 dermal and 35 pulmonary 
cases. 

Three broad types of berylliosis of the skin and 
mucous membranes were observed: (1) acute dermatitis 
with and without conjunctivitis and mucositis of the 
nasopharynx; (2) beryllium ulcer; and (3) cutaneous 
granuloma. The dermatitis presented either as a 
primary contact type (63 cases) involving exposed sur- 
faces or as an allergic eczematous type (146 cases) due to 
hypersensitization to beryllium salts and _ involving 
exposed surfaces, the genito-crural region, and the lower 
extremities. The manifestations occurred acutely after 
7 to 14 days’ exposure to soluble beryllium salts, but 
recovery was complete in all cases in a like period after 
removal from exposure and treatment with antihista- 
minics locally and systemically. 

Acute tracheobronchitis, which was due mainly to 
exposure to fumes, mists, and dusts of beryllium fluoride, 
ammonium beryllium fluoride, and beryllium sulphate, 
occurred in 129 workmen. Clinical and radiographic 
recovery was complete in all cases. 

Among 93 cases of acute pulmonary berylliosis, death 
occurred in 10. Where the exposure was massive the 
disease appeared after 72 hours, but after less intensive 
exposure the onset was insidious over a period of several 
weeks. Radiographic changes appeared | to 3 weeks 
after the onset of symptoms and varied with the stage 
and intensity of the disability. The chronological 
sequence of these changes was: (1) diffuse bilateral 
haziness, usually of the lower lung fields; (2) irregular soft 
parenchymal infiltration; and (3) discrete and con- 
glomerate nodules. 

Chronic berylliosis was observed in 35 cases. The 
onset was usually delayed for periods ranging from a 


few months to several years after initial exposure—in 
one case for 11 years. It is of considerable interest that 
12 of these cases were classified as non-occupational, 8 
being attributed to contact with fumes and dust in a zone 
within 3} mile (1:2 km.) of the plant and 4 to handling 
contaminated working-clothes. 

The authors have hitherto regarded the following as 
essential for the diagnosis of chronic berylliosis: (1) a 
history of exposure to the dusts or fumes of beryllium 
compounds; (2) characteristic pulmonary syndrome, 
with diminution of pulmonary function; (3) radiological 
evidence of granulomatosis; and (4) positive histological 
and chemical findings on lung biopsy. However, a 
patch test in which the beryllium ion is regarded as the 
sensitizing allergen in both skin and pulmonary mani- 
festations has recently been shown to be reliable and will 
in future obviate the necessity of lung biopsy. 

In view of the lack of effective or specific therapy, 
especially for the chronic pulmonary disease, preventive 
measures are most important and in the plants concerned 
have already achieved excellent results. 

A. Meiklejohn 


904. Effect of Prolonged Exposure to Intense Noise on 
Hearing Acuity 

J. SATALOFF. Archives of Otolaryngology [Arch. Oto- 
laryng. (Chicago)] 58, 62-80, July, 1953. 8 figs., 30 refs. 


The author has made an audiographic study, with 
regular otological examinations, of 154 men, all under 50 
and the great majority under 40, who were employed in 
testing jet-engines and were daily exposed to a con- 
tinuous noise with an intensity between 90 and 120 
decibels for periods up to 5 years. No subjects were 
included who showed any conduction deafness or who 
used ear-protectors. The predominant frequencies were 
below the level of 600 c.p.s. 

His conclusions are as follows. (1) Workers in industry 
who are exposed to continuous, moderately intense, low- 
frequency noise may sustain measurable degrees of 
auditory fatigue daily for many years without suffering 
any significant degree of permanent hearing impairment. 
(2) None of the subjects in this study showed any change 
in hearing acuity for frequencies of 1,024 and 2,048 c.p.s. 
and none sustained changes greater than 30 decibels at 
4,096 and 8,192 c.p.s. (3) None of the changes could 
definitely be attributed to the noise being investigated. 
Subjective hearing loss and tinnitus were rare. It is 
concluded that, from the observations made in this study 
so far, the human ear would appear to be more resistant 
to noise than it is usually thought to be. The author’s 
methods and the apparatus used are described in detail. 

F. W. Watkyn-Thomas 


See also Pathology, Abstract, 665. 
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Forensic Medicine and Toxicology 


905. Blood Grouping Tests for Exclusion of Paternity. 
Results in One Hundred Eight Cases 

L. J. UNGER. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 152, 1006-1010, July 11, 
1953. 13 refs. 


Up to the present 9 independent blood-group systems 
have been described, by means of which more than 
50,000 varieties of blood can be determined. Thus, the 
complete blood-group determination of an individual 
may some day become almost as distinctive as his finger- 
print. The value of blood grouping in forensic problems 
is now established. In some American States the law 
courts have power to compel the parties to affiliation 
proceedings to submit to blood-grouping tests, although 
the results are never binding on the court, whether they 
are obtained by compulsion or put forward voluntarily. 

The author makes a strong plea that only experienced 
workers should be employed in this field. He himself 
uses only the ABO, M-N, and Rh systems in his 
medico-legal work, the S/s factors in the M-N complex 
not being tested for because of scarcity of material, 
while the P, Lewis, Lutheran, Kell—Cellano, Duffy, and 
Kidd groups are not used because specific diagnostic 
sera are scarce and the mechanism of inheritance is not 
clearly established. 

In this paper the results of 108 cases of disputed 
paternity are analysed, and the basic principles on 
which a decision is reached in assessing the results 
are detailed. In the series discussed definite exclusion 
of alleged paternity was achieved in 30 cases. It is 
pointed out that although these tests may disprove 
paternity they can never prove it. Gilbert Forbes 


906. Sudden Apparently Unexplained Death during 
Infancy. I. Pathologic Findings in Infants Found Dead 
J. WeRNE and I. GARROW. American Journal of Patho- 
logy [Amer. J. Path.| 29, 633-675, July—Aug., 1953. 
50 figs., 15 refs. 


The interpretation of the necropsy findings in infants 
dying unexpectedly while in apparent good health has 
received considerable attention in recent years. In the 
present paper, the first of a series of three from the Office 
of the Chief Medical Examiner of the City of New York, 
the gross and microscopic findings in 31 consecutive 
cases occurring in a population of 1,500,000 are de- 
scribed. In 28 of these cases ** diminution of the alveolar 
Space *’, the result of congestion, oedema, haemorrhage, 
collapse, and cellular infiltration, was the most con- 
spicuous macroscopic feature, together with hyperaemia 
and haemorrhage in the thymus and bronchopulmonary 
and cervical lymph nodes, and congestion and petechiae 
of the viscera. These vascular and lymphatic reactions 
are regarded as ** in a sense, non-specific ’’, as they also 
occur in anoxic, infective, or allergic conditions. Micro- 
scop'cally, some degree of bronchitis or bronchiolitis 


was present in every case, other findings being meningeal 
cellular reactions (often with thrombi), mucoid or 
purulent otitis media and mastoiditis, and certain 
lymphoid peculiarities (the nature of which is not 
discussed in this paper). Bacteriological findings were 
inconclusive. 

The findings in these 31 cases have been compared 
with those in what the authors call “* negative’’ and 
** positive *’ control subjects, that is, healthy infants 
dying after known violence and infants who were 
observed to die suddenly while in apparent good ‘health 
(as opposed to those in the present series, who were found 
dead in bed) or dying after a fulminating illness. (These 
two control series are to be dealt with in the two 
subsequent papers.) Since the possibility of death by 
suffocation always arises when an infant is found dead 
and there are no adequate macroscopic findings at 
necropsy (although microscopic evidence of disease may 
be present) to indicate the cause, the absence of all the 
most characteristic findings described above from the 
negative controls is noteworthy. 

[This article is a sober, fact-seeking analysis of plain 
value to the proper solution of this difficult problem. 
The authors’ statement that “the presence of these 
changes may be regarded as evidence that death was 
caused by fulminating respiratory disease *’ will receive 
support, but of course remains unproven.] 

Keith Simpson 


907. Rapid Method for Detection of Barbiturates in 
Urine and Stomach Contents 

R. MARSHALL. British Medical Journal [Brit. med. J.] 
2, 379-380, Aug. 15, 1953. 6 refs. 


The author, writing from St. Bartholomew’s Hospital, 
London, describes in detail a really rapid test for the 
detection of barbiturates in urine or in stomach contents, 
which requires only about 15 minutes to perform and 
which is sensitive to these drugs in concentrations of the 
order of 1 to 2 mg. per 100 ml. of urine. The test is a 
modification of that described by Kresbach and Gomahr 
(Wien. klin. Wschr., 1951, 63, 476), some of the sensitivity 
of which has been sacrificed for a gain in rapidity of 
performance. The urine or stomach contents (50 ml.) 
are extracted with chloroform after acidification. The 
chloroform extract is then dried with anhydrous sodium 
sulphate and decolorized with activated charcoal before 
being filtered and evaporated to dryness. The residue 
is transferred to a filter paper, and the presence of bar- 
biturate is tested for by its reaction with cobalt nitrate 
and ammonia vapour. In a number of actual tests, 
positive reactions for barbiturates were obtained with the 
urine of patients receiving therapeutic amounts of barbi- 
tone (0:3 to 0-6 g. daily) or phenobarbitone (0-03 g. 
thrice daily). In no case was a false positive reaction 
elicited. H. B. Stoner 
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Anaesthetics 


Rationalized Nitrous Oxide-Oxygen Anaesthesia 


908. 
H. RusBen. British Journal of Anaesthesia [Brit. J. 
Anaesth.) 25, 227-236, July, 1953. 7 refs. 


Nitrous oxide is a weak anaesthetic of low toxicity, 
and to obtain full effect the highest possible partial pres- 
sure consistent with full oxygenation must be maintained. 
Rebreathing is eliminated so far as possible either by 
using an intermittent-flow machine or, if a continuous 
flow is desired, by supplying a gas flow greater than the 
respiratory minute volume and taking all possible steps 
to reduce both the mechanical and physiological dead 
space. A leak of air inwards must be avoided. 
Rapid establishment of an equilibrium by displacement 
of nitrogen from the alveoli is best achieved by early 
hyperventilation, followed, if necessary, by assisted or 
controlled respiration. The common practice of supply- 
ing one litre per minute each of nitrous oxide and oxygen 
is condemned as it causes a needlessly high partial pres- 
sure of oxygen and retards the establishment of gaseous 
equilibrium. E. K. Brownrigg 
909. Nitrous Oxide—Curare Anaesthesia Un- 
supplemented with Central Depressants 
H. RusBen. British Journal of Anaesthesia [Brit. J. 
Anaesth.| 25, 237-243, July, 1953. 4 refs. 


An investigation was carried out at the Finsen Institute, 
Copenhagen, to determine whether satisfactory nitrous 
oxide-oxygen anaesthesia could be obtained without 
supplementary administration of depressant drugs. Pre- 
medication was confined to atropine or hyoscine and 
anaesthesia to nitrous oxide and muscle relaxants (D-tubo- 
curarine or gallamine triethiodide) in 40 cases (upper 
laparotomy 18 cases, laparotomy 14 cases, thyroid or 
orthopaedic operations 8 cases). The average duration 
of anaesthesia was 164 minutes (range 70 to 455 minutes). 
It is claimed that the dose of muscle relaxant required 
in these cases was no greater than that usually given 
with thiopentone and supplementary analgesia. As 
might be expected, the patients woke up immediately 
after the operation and most of them complained of pain. 
They walked with assistance from the theatre to their 
beds [their impressions of this are not recorded]. The 
author states that this form of anaesthesia is unsuitable 
for patients in whom relaxants are contraindicated or 
pre-existing hypoxia calls for more than 20% oxygen in 
the inspired gases. E. K. Brownrigg 


910. General Anaesthesia for Angiocardiography 
D. H. P. Cope. British Journal of Anaesthesia (Brit. J. 
Anaesth.| 25, 212-226, July, 1953. 14 refs. 


The literature on anaesthesia for angiocardiography is 
reviewed and a new technique which has been used in 
50 cases of cyanotic heart disease at the Middlesex 
Hospital, London, is described. Sensitivity to contrast 
medium was tested by an intravenous injection of 2 ml. 
of 70°, diodone. Papaveretum with atropine or hyo- 


scine was given for premedication in children over 12 
years of age. In children under 12 a subcutaneous 
injection of 0-65 mg. of atropine was given one hour 
before operation and 35 minutes later 1 g. of thiopentone 
per 50 Ib. (44 mg. per kg.) body weight was given rectally. 
Penicillin was also given one hour before and for 2 days 
after operation. Anaesthesia was induced by intra- 
venous injection of a small dose of 5% thiopentone, 
followed by nitrous oxide, oxygen (30 to 40%), and tri- 
chlorethylene. In addition 5 ml. of 1% procaine was 
injected round the vein before insertion of an intravenous 
cannula. Infusion of a mixture containing 560 ml. of 
saline and 1,000 units of heparin was then started. One 
minute before injection of the diodone a further small 
dose of thiopentone (2 to 3 ml.) was given and the lungs 
were inflated with pure oxygen. Oxygen inflation was 
continued for 2 to 3 minutes after the exposure, and then 
administration of nitrous oxide, oxygen, and trichlor- 
ethylene was resumed. If further exposures were re- 
quired, 25 minutes was allowed to elapse before the 
second injection of diodone was given. 

A total of 79 angiocardiograms were taken, but in no 
case were resuscitative measures necessary. 

E. K. Brownrigg 


911. Liver Blood Flow and General Anaesthesia 

R. SHACKMAN, I. G. GRABER, and D. G. MELROSE. 
Clinical Science [Clin. Sci.] 12, 307-315, Aug., 1953. 
4 figs., 16 refs. 


Further evidence is presented in this paper from the 
Postgraduate Medical School of London that the hepatic 
blood flow (H.B.F.) decreases during anaesthesia. A 
radio-opaque cardiac catheter was inserted into a branch 
of the right hepatic vein. An initial dose of 150 mg. of 
**bromsulphalein ” into a peripheral vein was followed 
by a continuous infusion of 3°, bromsulphalein in 
saline at an average rate of 1-45 ml. per minute. The 
H.B.F. was then estimated in 18 patients immediately 
before and during second-plane anaesthesia with thio- 
pentone, curare, and cyclopropane and oxygen. At the | 
same time liver and splanchnic oxygen consumption was 
deduced by multiplying the estimated H.B.F. by the 
difference between the arterial blood oxygen content and 
the hepatic venous blood content. 

During anaesthesia there was an average decrease of 
30% in the pre-anaesthetic estimated H.B.F. and an 
average decrease of 34°% in the pre-anaesthetic liver and 
splanchnic oxygen consumption. A decreased clearance 
of bromsulphalein from the peripheral blood occurred 
during anaesthesia and was the result of the decreased 
blood flow to the liver. Because the blood flow and 
oxygen consumption of the liver both decrease as soon 
as anaesthesia is induced, excessive prolongation of 
general anaesthesia and operating time may contribute 
to postoperative liver failure, particularly in patients 
with pre-existing liver dysfunction. A. M. Hutton 
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912. Treatment of Patients with Myelosclerosis 
R. A. HICKLING. British Medical Journal (Brit. med. J.] 
2, 411-414, Aug. 22, 1953. 37 refs. 


After briefly summarizing previous work on the treat- 
ment of myelosclerosis by blood transfusion, x-irradia- 
tion, and splenectomy, the author describes the clinical 
features and the results of treatment at the Charing Cross 
Hospital, London, of 4 cases of osteosclerosis and 5 of 
myelosclerosis without demonstrable x-ray changes in 
the skeleton. Post-mortem examinations were made in 
7 of the 8 fatal cases. Of the 7 patients who received 
x-ray treatment to the spleen and long bones, 2 derived 
no benefit, dying after 5 years and 16 months respectively, 
and 5 benefited greatly, 4 of them surviving for 2, 4, 44, 
and 64 years respectively after treatment, while one was 
still alive one year after treatment. Sufficient x-ray 
treatment should be given to relieve the abdominal 
symptoms due to the splenomegaly without producing 
anaemia and leukopenia. The author considers that 
those patients with a marked leucocytosis and immature 
cells in the peripheral blood respond well to x-ray treat- 
ment, regardless of the degree of sclerosis of the bone 
marrow. John F. Wilkinson 


913. A New Method of Treatment for Arthritis 


N.S. Finzi. British Journal of Radiology (Brit. J. Radiol.) 
26, 488-489, Sept., 1953. 


This paper describes an empirical method of treatment 
of chronic arthritis which the author has found “ very 
valuable’. It consists in the application of deep x rays 
to the cervical and lumbo-sacral regions for arthritis of 
the upper and lower limbs respectively. For the upper 
limb a surface dose of 75 to 80 r, gradually reduced to 
55 or 60 r, is given to the back of the neck at 200 kV, 
with F.S.D. of 40 cm., a Thoraeus filter, and a field of 
15x15 cm. For the lower limb, a field of 2015 or 
20 x 12 cm. is used, extending from D12 to §3, at 50 cm. 
F.S.D., the dose given being 80 to 100 r, reduced gradu- 
ally to 65 or 70 r._ The addition of small doses to the 
affected joints seems to be of value—a depth dose of 60 r, 
reducing to 45 r, being advised. Treatment is given 
weekly (though this may not be the optimum interval) 
and most patients experience an increase of pain after 
12 to 48 hours. The course is continued for 12 to 16 
weeks>or until reaction ceases; results are better in the 
presence of reactions. Courses can be repeated 2 or 3 
times, as the skin doses are so low. If there is no response 
after 6 doses, treatment is discontinued. A few cases in 
Which striking results were obtained, including dis- 
appearance of gross synovial thickening of the knee- 
joints, are quoted [but no attempt is made at a statistical 
evaluation of results]. The mode of action is not under- 
s.ood, though it has been attributed (without supporting 


evidence) to some effect on the sympathetic nerves or 
ganglia with consequent changes in blood supply to the 
joints. J. Walter 


914. Intra-operative Irradiation of Carcinoma in the 
Region of the Neck, Nose, and Ear. (Zur intraoperativen 
Bestrahlung des Karzinoms im Hals-, Nasen- und 
Ohrenbereich) 

E. BAUER and G. FUCHS. 
207, Aug. 1, 1953. 3 refs. 


A method of applying x-ray therapy in the operating 
theatre immediately after removal of a tumour is de- 
scribed. The plant used is a contact apparatus run at 
50 kV, the tube, which has a fixed circular aperture 
2:8 cm. in diameter, being covered by a sterile rubber 
sheath and introduced directly into the wound. The 
whole field of operation is irradiated by a multiple over- 
lapping small-field technique to a dose of 10,000 r per 
field. After irradiation the wound is closed in the usual 
way. 

This method, which was introduced 4 years ago at the 
Franz-Josef Hospital, Vienna, has been mainly used 
for the treatment of secondary metastases in cervical 
lymph nodes. Other conditions treated in this way have 
included a malignant tumour of the parotid, a carcinoma 
of the pinna, and a melanosarcoma arising from the 
nasal mucosa. No ill effects have been encountered so 
far, and healing is not retarded. In view of the complete 
absence of any local radiation reaction, the authors claim 
that it is safe to administer a full postoperative course 
of external irradiation, if this should be required. 

Jan G. de Winter 


Krebsarzt [Krebsarzt] 8, 201- 


915. Clinical Assessment of Tetrasodium 2-Methyl-1:4- 
naphthohydroquinone Diphosphate as a Radiosensitiser in 
the Radiotherapy of Malignant Tumours 

J. S. MitcHeii. British Journal of Cancer [Brit. J. 
Cancer] 7, 313-328, Sept., 1953. 25 refs. 


Synkavit’’ (tetra-sodium 2-methyl-1 : 4-naphtho- 
hydroquinone diphosphate) was used as a radiosensitizer 
in a group of 46 cases given palliative x-ray therapy for 
advanced carcinoma of the bronchus at Addenbrooke’s 
Hospital, Cambridge. An average dose of 100 mg. was 
given intravenously every day, 30 minutes before starting 
treatment, right up to the last day. 

The mean survival in the cases treated with synkavit 
was 8-72 months from the beginning of x-ray treatment 
and 15-45 months from the first symptom. The cor- 
responding figures for a control group of 34 cases treated 
with x rays alone were 3-82 months and 10-0 months 
respectively. It is therefore concluded that the ancillary 
use of synkavit in the x-ray treatment of inoperable 
carcinoma of the bronchus is beneficial in that it produces 
a small but useful increase in the length of survival. 

Jan G. de Winter 
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916. Radiotherapy of Cancer of the Penis 
M. LEDERMAN. British Journal of Urology (Brit. J. Urol.} 
25, 224-232, Sept., 1953. 1 fig., 15 refs. 


A series of 75 cases of carcinoma of the penis seen 
personally by the author at the Royal Cancer Hospital, 
London, is reviewed. Of these 75 patients, 61 had had 
no previous treatment, 6 were not treated by radio- 
therapy, and in 8 the disease had recurred after treat- 
ment. The age incidence and symptomatology in the 
untreated cases are set out, aetiology is briefly discussed, 
and the histology, classification, and staging are de- 
scribed. The main part of the paper, however, deals 
with the selection of cases for radiotherapy, the technique 
employed, and the results obtained. 

The author prefers surgery for elderly patients and 
those with infiltrating or destructive lesions, especially 
in the presence of deep invasion of the corpora or glans, 
reserving radiotherapy for early cases. When there is 
no demonstrable lymph-node enlargement he adopts a 
policy of waiting until there is some clinical evidence of 
involvement before treating the groins. In early primary 
cases with operable inguinal metastases the author 
advocates amputation of the penis with block dissection 
of the groins for those most suitable for surgery; the 
remainder may be treated either by radium application 
or implantation for the primary lesion together with 
block dissection of the groins, or by external irradiation 
with teleradium or high-voltage x rays of both the 
primary growth and the lymph nodes. 

Of the 61 previously untreated patients, 13 underwent 
immediate amputation of the penis with postoperative 
irradiation of the groins. All the remaining 48 patients 
received initial radiotherapy, 13 subsequently under- 
going amputation of the penis, 2 block dissection, and 
4 both amputation and block dissection. Of the 48 
patients in this group, 27 were treated with teleradium. 
In the group treated by radiotherapy alone, 16 out of 
46 (35%) survived 3 years, 13 out of 44 (30%) survived 
5 years, and 4 out of 33 (12%) survived 10 years. In the 
whole series, 37 out of 59 (62°%) survived 3 years, 28 out 
of 55 (52°) survived 5 years, and 12 out of 41 (30%) 
survived 10 years. D. Waldron Smithers 


917. Investigation of Radium Deposition in Human 
Skeleton by Gross and Detailed Autoradiography 

W. B. Looney and L. A. Wooprurr. Archives of Patho- 
logy (Arch. Path. (Chicago)| 56, 1-12, July, 1953. 8 figs., 
8 refs. 


A comprehensive and precise pattern of the mode of 
deposition of radium in the human skeleton has been 
obtained. Radium was found chiefly in small areas of 
heavy concentration irregularly distributed in both com- 
pact and trabecular bone. 

In compact bone only about 10 to 15% of the Haversian 
systems and interstitial lamellae had concentrations of 
radium. In a larger number of instances most of the 
radium was confined to one or two concentric lamellae. 

The areas of radium concentration in trabecular bone 
were usually 5 to 15 yu in the greatest dimension. How- 
ever, there was a wide range in size and shape of these 
areas, and they were found at any depth within the 


trabeculae. In some instances linear concentrations ran 
parallel to the curvature of the trabecula for 50 to 100 pu. 
Heavy and fairly uniform concentrations of radium were 
present at the junction of the articular cartilage and the 
trabeculae of the long bones and vertebrae. They 
appeared as a | mm. linear outline of the contour of 
the bone in the gross autoradiographs. Some cementing 
lines were clearly outlined by heavy concentrations of 
radium. In some sections exposed for long periods there 
was a much less concentrated and more uniform distri- 
bution of radium. 

These findings are in agreement with existing theories 
that radium has more than one principal mode of depo- 
sition. The small, highly concentrated areas may have 
been areas in which bone formation was taking place at 
the time of administration or redistribution. The more 
uniform and less dense distribution may be the result of 
inorganic ion exchange. 

Microscopic areas of destruction were found in the 
presence or absence of concentrations of radium. In 
almost every instance radium was not present in or 
around macroscopic areas of destruction. It is evident 
that somé relation exists between radium deposition and 
bone destruction. However, no conclusion can be 
drawn about a direct relation at present. 

Certain postulates are presented which attempt to 
explain the manner in which radium has produced 
destructive changes in the skeleton.—[Authors’ summary.] 


918. An Investigation into the Relationship between 
Physiologically Low Leucocyte Counts and Sickness 
Absence 

F. M. Turner. British Journal of Radiology [Brit. J. 
Radiol. 26, 417-422, Aug., 1953. 1 fig., 6 refs. 


There is a general assumption that apparently healthy 
persons with a low total leucocyte or low lymphocyte 
count run greater risks from exposure to radiation than 
those with normal counts, and that further depression 
of the ** leucopenia’ might seriously reduce resistance 
to infection. Since there is no real evidence for this 
assumption, it was tested by an analysis of the records 
of 154 employees with physiological ** leucopenia ”’ at the 
Atomic Energy Research Establishment, Harwell. The 
criteria of leucopenia were, in numbers per c.mm., 
leucocytes 5,000, or polymorphonuclear leucocytes 3,000, 
or lymphocytes 1,500, or below. The mean length of 
service of the 154 was 2-7 years, and a control group was 
picked at random from employees of comparable age, 
sex, exposure to radiation hazard, and period of service. 
Sickness data were taken from medical cards and casualty 
records. 

The results showed that there were 2-92 cases of sick- 
ness per 100 man-months in the leucopenic group, and 
4-141 in the control group. This difference is highly 
significant statistically, the odds against such a result 
occurring by chance being 1,000 to 1. A further 
analysis was made in order to exclude the possibility of 
overweighting by an unusually high incidence of some 
particular disease in the control group, but no such 
evidence was found. The total time lost by sickness 
was 363 weeks in the low-count group, against 604 weeks 
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in the control group, showing that in the low-count 
group illnesses were of shorter duration. Further, 
casualty records of minor cuts and abrasions showed no 
evidence of increased sepsis or inadequate response of 
the cellular defence mechanisms among those with low 
leucocyte counts. 

The author therefore concludes that the lower limits 
of accepted ** normality ’’ are being set unduly high, and 
quotes with approval recent workers who have sug- 
gested limits of 3,000 and 4,000 leucocytes and 900 and 
1,000 lymphocytes per c.mm. Since it is important to 
avoid the loss of skilled man-power by setting too rigid 
limits, it is suggested that selection for employment 
should be based on the clinical assessment of general 
health, and that no one should be rejected solely on the 
basis of a low leucocyte count. J. Walter 


See also Tuberculosis, Abstract 699. 


RADIODIAGNOSIS 


919. The Use of Delayed Films in Bronchography 

H. L. ABrAms, G. HENCKyY, and H. S. KAPLAN. Radio- 
logy [Radiology] 61, 317-326, Sept., 1953. 6 figs., 
22 refs. 


The authors first describe the chance observation which 
led them to study the value in bronchography of repeat 
bronchograms taken after an interval of 30 or 60 minutes. 
In 1948, examination of a bronchogram showed that the 
lingula was incompletely filled. For technical reasons 
bronchography was repeated about 45 minutes later, no 
further iodized oil being administered; it was then found 
that the lingular branches were clearly visible. 

At the Stanford University and San Francisco Hos- 
pitals, San Francisco, bronchography was performed in 
this way in 100 consecutive cases. In 36 cases the 
bronchogram taken after an interval proved of value; 
in 10 cases there was evidence of bronchiectasis which had 
not been detected on the earlier film, and in 13 cases 
bronchiectasis was excluded, although examination of 
the earlier film had suggested that bronchiectasis was 
present; in a further 13 cases branches not originally 
outlined were seen to be normal. This method was most 
useful in examination of the lower lobes, middle lobe, 
and lingula. Several cases are described and illustrated. 

[The authors appear to have found a useful aid in the 
technique of bronchography when filling is incomplete.] 

Sydney J. Hinds 


920. Bronchography with a Rapidly Eliminated Com- 
pound Dionosil ”’ 

C. Cummins and C. P. Sirver. British Journal of 
Radiology [Brit. J. Radiol.) 26, 435-440, Aug., 1953. 
3 figs., 17 refs. 


lodized oil, when used asa contrast agent in broncho- 
graphy, may persist for long periods in the lungs, parti- 
cularly in diseased areas; it may also impair respiratory 
function by causing collapse and pneumonitis, and on 
‘his account surgery immediately after bronchography is 
inadvisable. Several water-soluble organic iodine com- 


pounds which are speedily eliminated have been tried—for 
example, “ioduron B’’—but these compounds are 
irritant and call for very careful bronchial anaesthesia. 
At the Papworth Hospital, Cambridge, “ dionosil”’, 
containing the propyl ester of diodone, which is of low 
solubility in water and arachis oil, was tried. Aqueous 
dionosil containing 50° w/v of the ester suspended with 
carboxymethylcellulose was used in 14 cases and oily 
dionosil containing the same proportion suspended in 
arachis oil in 12. The authors state that the contrast is 
adequate, and that the medium lines, rather than fills, 
the bronchi. The aqueous preparation was irritant and 
in some cases caused severe bouts of coughing, inter- 
fering with posturing and radiography, although very 
little alveolar filling occurred. The oily preparation was 
no more irritant than iodized oil and had disappeared 
four days after bronchography, although it persisted for 
a longer time than the aqueous preparation. It is stated 
that the ester is hydrolysed and excreted as the sodium 
salt of diodone. 

Lung tissue was examined histologically in 4 cases at 
periods varying from a few days to 7 weeks after broncho- 
graphy. At first a large amount of oil was found free in 
the alveoli and alveolar walls, but in tissue examined at 
7 weeks oil was seen as an occasional globule, often 
within a phagocyte. The authors conclude that although 
the behaviour in the lungs of arachis oil and poppy-seed 
oil is similar, it is probable that more dionosil is coughed 
up immediately after examination because of its low 
viscosity. Kenneth A. Rowley 


921. Observations on the Radiological Appearances of 
Undiagnosed Bronchiectasis 
N. Wynn-WILLiAMS. Tubercle [Tubercle (Lond.)| 34, 
212-217, Aug., 1953. 6 figs., 9 refs. 


Very few authors have stressed the importance of 
noting minimal changes in the plain postero-anterior 
radiograph in the diagnosis of bronchiectasis. In a 
series of 202 patients in whom bronchiectasis was con- 
firmed by bronchography at the Bedford Chest Clinic 
the author found 53 cases in which an erroneous diag- 
nosis had been made elsewhere on the basis of the plain 
radiograph. In the whole series only 4 cases had been 
clinically diagnosed as bronchiectasis where the plain 
radiograph had been normal. 

The author considers that, when carefully sought, 
changes indicative of bronchiectasis can be found in the 
plain radiographs in most cases. The radiographic 
findings in the 53 cases referred to included: (1) crowded 
or broadened pulmonary markings; (2) localized or 
diffuse mottling or nodulation; (3) segmental opacities; 
(4) localized ring shadows; (5) cavitation presenting 
a whorled appearance; (6) localized emphysema; (7) 
tenting of the diaphragm; and (8) massive areas of 
pneumonitis. In only 2 cases were the radiographic 
appearances entirely normal. The degree of bronchiec- 
tasis, as subsequently revealed by bronchography, in this 
group of 53 cases did not differ significantly from that 
found in the series of cases as a whole. (Some of the 
abnormalities seen in the plain radiographs are 
illustrated.) A. M. Rackow 


n 
e 
y 
of 
of 
i- 
es 
at 
re 
of 
he 
In 
or 
nt 
nt 
to 
ae 
ae 
ess 
a 
he 
thy 
hy 
an 
ion 
nce 
this 
yrds 
the 
: 
m., 
00, 
of 
was 
age, 
ice. 
alty 
sick- 
and 
ghly 
esult 
ther 
y of 
ome 
such 
ness 
eeks 


276 


922. Roentgenologic Considerations in the Diagnosis of 
Congenital Tricuspid Atresia 

S. N. Marper, W. B. SEAMAN, and W. G. Scott. 
Radiology [Radiology] 61, 174-182, Aug., 1953. 8 figs., 
16 refs. 


It is pointed out that certain features are common to 
all cases of congenital tricuspid atresia: atrial septal 
defect, a large mitral orifice, and hypoplasia of the right 
ventricle. The traditional basis for subdivision of 
these cases has been the absence or presence of trans- 
position of the great vessels and/or pulmonary stenosis. 
In some cases there is no transposition, the ventricular 
septum is intact, and the blood reaches the lungs via the 
aorta and a patent ductus arteriosus. In other cases 
transposition is also absent, and the blood flows through 
an interventricular septal defect; some degree of pul- 
monary or subpulmonary stenosis is present in this 
group. In a further group of cases transposition is 
present and the two ventricles communicate with one 
another to form a single chamber; pulmonary stenosis 
is not found in this group. 

The presence or absence of transposition is unimportant 
physiologically; of more importance is the size of the 
atrial septal defect which determines the volume of the 
systemic venous return. The most important informa- 
tion to be obtained from the straight radiograph is that 
provided by the intrapulmonary branches of the pul- 
monary artery. It may be possible definitely to decide 
whether pulmonary stenosis is present or absent. It is 
pointed out that a bronchial collateral circulation may 
obscure the characteristic picture of ‘“* pulmonary 
ischemia **, especially in older patients. In the occasional 
case without pulmonary stenosis the pulmonary artery 
shadows may be enlarged and show increased pulsation 
on fluoroscopy. The cardiac contour is not charac- 
teristic. A right aortic arch favours a diagnosis of 
Fallot’s tetralogy but does not exclude tricuspid atresia. 
The fundamental lesion can be demonstrated by angio- 
cardiography. 

Ordinarily, tricuspid atresia can be differentiated from 
other anomalies presenting with pulmonary stenosis and 
chronic cyanosis by the finding of left axis deviation on 
the electrocardiogram. There are cases in which this 
will not suffice for diagnosis and in which more precise 
anatomical information is necessary; in such cases 
angiocardiography is indicated 

John H. L. Conway-Hughes 


923. Portal Phlebography by Transparietal Injection 
into the Parenchyma of the Spleen. (La phlébographie 
portale par injection intraparenchymateuse splénique 
transpariétale) 

L. LeGer, L. GALLy, and N. Arvay. Journal de radio- 
logie, d’électrologie et Archives d’électricité médicale [J. 
Radiol. Electrol.| 34, 322-324, 1953. 4 figs. 

The authors describe their technique of percutaneous 
splenic injection, which may be made by the subcostal 
route if the spleen is enlarged, or transparietally if it is 
normal in size. In order to establish that the needle is 
in the correct position, they first inject 1 ml. of diodone 
and make a trial exposure. If this shows all to be 
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well, 20 ml. of 70% diodone is then injected as quickly 
as possible, but without undue pressure, using a lumbar- 
puncture needle of fairly large calibre. The procedure 
is painless. A number of venograms are reproduced 
and the findings at operation in 5 cases, including one 
of splenic vein thrombosis, are described. There were 
no complications. Because of the ease of the procedure 
they prefer it to the method of percutaneous puncture of 
a splenic vein advocated by Pereira (Lyon chir., 1951, 46, 
291). 

The value of this kind of investigation is said to be in 
the selection of cases of portal hypertension for operation, 
and in the preoperative decision as to the siting of an 
anastomosis. The authors also point out that by this 
method hidden metastases in the liver may be outlined. 
Some of the literature is reviewed. G. H. du Boulay 


924. Presacral Perirenal Pneumography 

L. F. TincKLer. Journal of the Faculty of Radiologists 
[J. Fac. Radiol. (Lond.)| 4, 268-274, April, 1953. 9 figs., 
5 refs. 


The radiographic delineation of the retroperitoneal 
space, kidneys, and adrenal glands with the aid of gas 
injected into the retroperitoneal tissues was introduced 
as a diagnostic procedure by Rivas in 1950 and has since 
been widely adopted. The present author has carried 
out this examination in 36 cases at the Liverpool Royal 
Infirmary (University of Liverpool), and describes the 
technique adopted and the results to be expected. The 
patient is given 100 mg. of pethidine half an hour before 
the examination, for which either the genupectoral or 
the lateral lying position may be used, the latter being 
more convenient for the patient. From a point midway 
between the tip of the coccyx and the anus, infiltration of 
the skin and deeper tissues, including the ano-coccygeal 
raphe, is carried out with 2°, procaine. A finger is then 
placed in the rectum to guide the point of a lumbar- 
puncture needle, fitted with a 2-way tap and a stylet, 
which is introduced through the skin weal. The tip of 
the needle should pass in front of the coccyx, resistance 
being felt as it pierces the ano-coccygeal ligament. It is 
then directed upwards and backwards into the hollow 
of the sacrum to a depth of 24 to 3 inches (6°35 to 7-6 cm.), 
where it can be distinctly palpated by the finger through 
the posterior rectal wall, which should slide easily over it. 
A 20-ml. syringe is then connected after removing the 
stylet, and a trial aspiration made; air is then drawn into 
the syringe through the 2-way tap and insufflated, 20 ml. 
at a time, until 400 to 500 ml. has been introduced over 
a period of 5 minutes. Then the patient is turned on the 
opposite side, the insufflation repeated with the same 
amount of air, and the needle withdrawn. 

Diffusion of the air retroperitoneally gives rise to a 
feeling of abdominal distension and aching in the flanks 
with occasional shoulder-tip pain. After half an hour 
with the patient sitting upright, antero-posterior, lateral, 
and oblique radiographs of the abdomen are taken with 
the patient in the supine and upright positions. This 
may be combined with tomography or intravenous pyelo- 
graphy. Diffusion of air through the mediastinum into 
the neck may give rise to slight swelling and palpable 
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crepitus 6 to 12 hours after insufflation, and the patient 
may complain of a sore throat, but the sensation passes 
off after a few hours and the air is completely absorbed 
in 3 to 4 days. In the radiographs the air is seen to 
outline the psoas muscles, the kidneys themselves are 
well outlined, and the adrenal glands can be distinguished 
at their junction with the renal outline. Air travels up 
below the diaphragm, and the spleen and the medial 
aspect of the liver can be demonstrated. 

Where there is a simple lesion of the kidney associated 
with renal enlargement, the kidney outline is seen in its 
entirety, but in the case of malignant lesions such as 
retroperitoneal lymphosarcoma the shadow is obliterated 
owing to infiltration of the soft tissues. Simple cysts of 
the kidney, congenital cystic disease, and hypernephro- 
mata can all be clearly distinguished by a characteristic 
renal outline, while inflammatory lesions involving the 
kidney capsule will obliterate the associated air space. 
Enlargement of the liver and spleen can be clearly 
demonstrated. 

The author states that in none of his 36 cases were any 
ill effects noted during or after the examination. 

J. Rabinowitch 


925. The Determination of the Placental Site by Soft- 
tissue Radiography 

A. S. WHITEHEAD. Journal of the Faculty of Radiologists 
[J. Fac. Radiol. (Lond.)| 4, 245-263, April, 1953. 28 figs., 
36 refs. 


The author discusses the various methods employed 
for the radiological determination of the placental site, 
and points out the possible errors and difficulties of each. 
He then describes his own experience in the examination 
of 424 pregnant women at the Mill Road Maternity 
Hospital, Liverpool, between January, 1949, and March, 
1952, using the technique of soft-tissue radiography as 
first introduced by Snow and Powell in 1934 and later 
modified by Vaughan, Weaver, and Adamson by the 
introduction of a screen giving selective absorption of 
x rays, maximal anteriorly and minimal posteriorly, in 
the lateral view. Complete emptying of the bladder and 
rectum is necessary to avoid any displacement of the 
presenting parts. A lateral radiograph of the pelvis 
with the patient erect (or as nearly so as possible) and a 
lateral radiograph of the abdomen with the patient in 
the recumbent position are invariably taken, while in 
special circumstances it may be necessary to take right 
and left oblique views of the abdomen with the patient 
in the recumbent position, a postero-anterior view with 
the patient prone, and an antero-posterior view with the 
Patient supine. Exposure factors for the average patient 
near term and other technical details of the procedure 
are given. 

In the lateral radiograph of the abdomen the outline 
of the uterus is clearly visualized above the level of the 
Pelvic inlet except posteriorly in the lower part, where 
the lumbar spine and iliac bones tend to mask the out- 
line. The uterine shadow has a sharp edge and is well 
differentiated from the anterior abdominal wall and the 
abdominal viscera above and behind. It is entirely 
homogeneous except for the foetal bony parts and a black 


line of varying thickness surrounding the limbs, trunk 
and head of the foetus, due to the relative translucency 
of its subcutaneous tissues. In the great majority of 
cases the band of homogeneous shadow between this 
black line and the periphery of the uterus is thickened 
anteriorly or posteriorly, indicating the position of the 
placenta. In 1% of cases the placenta is laterally placed 
so that no such thickening is detectable; apart from this, 
obliquity of the uterus may lead to an erroneous inter- 
pretation, while pathological abnormalities of the 
placenta, hydramnios, multiple pregnancy, transverse and 
oblique lies, and breech presentation may all cause 
difficulties, which are discussed. 

The author gives details of the results in 417 cases in 
which the placenta was located radiologically, cor- 
relating the placental site with the foetal presentation 
and drawing a number of conclusions from his findings. 
The diagnosis of placenta praevia by this method is not 
discussed here in detail, but it is claimed that of 45 cases 
in the present series in which such a diagnosis was made, 
it was confirmed clinically in 38 and refuted in none, 
while in none of 376 cases in which placenta praevia 
had been excluded and which had been followed up 
was an error known to have occurred. 

J. Rabinowitch 

[Certain discrepancies are to be found between the 
figures given in different parts of this paper; for example, 
the total number of cases examined is variously stated, 
or implied, to be 417, 421, and 424.—Epirtor.] 


926. The Horizontal Tomogram in Rheumatology. 
Studies of the Knee in Anatomical Preparations and 
Normal Subjects. (Le tomogramme horizontal en rhu- 
matologie. Etudes sur le genou: piéces anatomiques et 
sujet normal) 

S. DE SEzE, J. DEBEYRE, A. DJIAN, and J. P. LEvy-LEBHAR. 
Revue du rhumatisme et des maladies ostéo-articulaires 
[Rev. Rhum.| 20, 467-482, June-July, 1953. 23 figs., 
1 ref. 


The authors describe an experimental study of the 
possibilities of horizontal tomography as applied to 
bones and joints, with particular reference to rheumatic 
conditions. The technique employed resembles that of 
Vallebona, but the authors use a tube with a very fine 
focus (0-3 mm.), and the importance of using such a 
tube for obtaining clear images is strongly stressed. 

They then go on to describe and illustrate in detail 
the results of examinations of a number of anatomical 
specimens of the knee, the lower femur, and the upper 
tibia and fibula. They have also applied the experience 
gained in their anatomical studies to the examination of 
the normal knee-joint in the living subject and of a 
grafted double fracture of the tibia and fibula. They 
claim that the method should have wide application par- 
ticularly, for example, for the precise location of patho- 
logical areas in bone and in the demonstration of 
articular displacements. 

[The importance of this paper is that it gives a fair 
idea of the degree of radiographic definition which may 
be obtained by this method of examination.] 

G. H. du Boulay 
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927. Bernardino Ramazzini (1633-1714), 
Occupational Medicine 

F. M. Triost. Industrial Medicine and Surgery [Industr. 
Med. Surg.] 22, 403-409, Sept., 1953. 6 figs. 


Bernardino Francesco Ramazzini was born on 
October 4, 1633, at Carpi, which was also the birthplace 
of Berengarius, the anatomist. At the age of 19 Ramaz- 
zini started his medical studies at Parma University, 
taking his degree in 1659. After further study at Rome 
he returned to Carpi and practised there with ever- 
increasing success; he also made a name for himself as 
a poet. In 1671 he moved to Modena, where, in 1682, 
after reorganization of the university, he was appointed 
to the Chair of Medicine. He stayed at Modena until 
1700, in which year he was invited to a professorship at 
Padua, where he taught until his death in 1714. 

Although Ramazzini is most celebrated for his book 
On the Diseases of Workers (1700) his reputation by no 
means rests solely on that. He published treatises on 
epidemiology (1690-5), on the mineral wells of Modena 
(1691), and on weather changes and disease (1695). 
In a further publication (1698) he described his researches 
into the petroleum wells in the region of Modena, formu- 
lating rules for the prevention of accidents after he had 
himself been lowered into these wells the better to under- 
stand the dangers to which the workmen were exposed. 

The present author comments that much more about 
the life, career, and writings of Ramazzini is stored in 
various archives than has ever appeared in print, 
especially in English. Ramazzini’s activities were many. 
He loved literature and writing. Some of his manu- 
scripts (mostly unedited) are preserved in three codices 
in the library of the University of Modena. One codex 
of 162 pages contains poems; another of 178 pages 
is also devoted to poems and medical letters; while 
another of 122 pages contains letters and treatises. 

H. P. Tait 


Founder of 


928. A Claim to Fame: Thomas Sydenham 
J. S. STEWART. Postgraduate Medical Journal [Post- 
grad. med. J.| 29, 465-467, Sept., 1953. 6 refs. 


Sydenham is introduced as one who practised medicine 
first and foremost as an art—the “* quiet art ’’ of Virgil's 
physician. To this end he set out to collect ** as genuine 
and natural a description or history of all diseases as can 
be procured ’’. His attempt at a definition of disease is 
considered to show a greater insight into the essence of 
the matter than some current definitions of ill-health. 
““A disease, in my opinion, how prejudicial soever its 
causes may be to the body, is no more than a vigorous 
effort of nature to throw off the morbific matter, and 
thus recover the patient.” 

Sydenham’s greatest claim to fame are his observations 
on the natural history of disease and his devotion to the 
cure of the patient. Born in 1624 of Puritan stock, he 


went to Oxford at 18, but soon eft to serve, first as a 
trooper and later as a captain, in the Parliamentary army. 
In 1647 he returned to Oxford to study medicine, being 
created Bachelor of Medicine by the Chancellor after 
only 6 months’ study—an irregular procedure even at that 
time. He later studied under Barbeyrac at Montpellier, 
and after practising for some time in London he became 
a Licentiate of the Royal College of Physicians. He was 
never elected to the Fellowship, but whether this was for 
political reasons or through personal animosity is not 
clear. He was highly regarded by many of his greatest 
contemporaries and was a personal friend of Robert 
Boyle and John Locke. Andrew Brown, the Scottish 
physician, and Thomas Dover, of Dover’s powder fame, 
were two of his medical disciples. Dover, who was 
Sydenham’s patient as well as pupil, has described how 
his smallpox was treated by a cooling regimen, with no 
fire, open windows and few bedclothes, and twelve 
bottles of small beer every twenty-four hours. 

Sydenham substituted faithful observation and accurate 
note-taking at the bedside for speculation and dogma. 
His achievement in medicine may be compared to that 
of his friend Locke in philosophy. Opinion among 
physicians was at first divided, but gradually turned in 
Sydenham’s favour, especially during the 18th century. 
On the Continent his reputation was greater than in his 
Own country, and the renowned Hermann Boerhaave is 
said to have taken his hat off whenever he mentioned the 
name of the ** English Hippocrates *’. His achievements 
included the introduction of a tincture of opium, the 
cooling treatment of smallpox, and the use of Peruvian 
bark in quartan agues. He described the rheumatic type 
of chorea, recorded his own sufferings from gout, and 
left classic descriptions of smallpox, measles, and scarlet 
fever. His abiding fame rests chiefly on his ‘natural 
history method in the study of disease—especially 
epidemic disease—and his advocacy of practical bedside 
medicine. 

Study of Sydenham and his work calls to mind the 
dual nature of medicine. While his great contemporary 
Harvey stands out primarily as a man of science, Syden- 
ham must be regarded as one who practised the art of 
medicine. This is not to suggest that he made no use of 
scientific methods, but it explains how his devotion to 
immediate needs meant that much that was best in him 

_died with him. He has been well described by Major as 
‘the greatest representative of the practical medicine of 
practical England ”’. W. J. Bishop 


929. Jean Baleilhac (Frére Céme) 
B. B. Hickey. British Journal of Urology [Brit. J. Urol.) 
25, 252-257, Sept., 1953. 3 figs., 11 refs. 


930. Sir James Mackenzie. 1853-1953 
I. STEVENSON. American Heart Journal [Amer. Heart J.) 
46, 479-484, Oct., 1953. 
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931. The Evolution of Child Care 
J. L. HENDERSON. Lancet [Lancet] 2, 261-266, Aug. 8, 
1953. 7 figs. 

Primitive societies dealt hardly with children, and the 
Romans were the first to enact laws to protect them. 
With the coming of Christianity parenthood and child- 
hood were exalted, and the Church established hostels 
tor the care of abandoned children, the sick, and the poor. 
This continued into the Middle Ages, when an effort was 
also made to check infanticide. When medical thought 
was revolutionized by the Renaissance, paediatrics 
benefited, and attention also began to be given to the 
training and education of the young. 

The 17th century was notable for cruelty to children, 
and rigorous protective laws had to be passed by the 
Parliament of Paris, with disappointing results. This 
was the period of Vincent de Paul’s great work, but in 
his foundling hospital, like those established in London 
and Dublin, the death rate was colossal. In the 18th 


century infant mortality was still very high, but a growing, 


interest in children is demonstrated in the extensive 
medical literature of the period and in the numerous 
advances in child care. Smallpox was still the principal 
cause of death, but the growing popularity of artificial 
feeding, wet nursing, and baby-farming proved very 
dangerous. The first rudiments of scientific practice in 
infant feeding appeared when chemical’ studies on the 
composition of milk were undertaken in the second half 
of the century. 

As in the 18th century, the most notable advances in 
child care in the 19th century came from France, although 
at the close of the period the German school of paedia- 
tricians made great contributions, particularly in the 
field of nutrition. An interest also began to be taken 
at this time in mentally defective children, and the rise 
of bacteriology and the concept of cross-infection brought 
about striking improvements in practical paediatrics. 

However, the impact of the industrial revolution was 
fully felt by the child. Long hours of work in the 
factories under bad conditions and life in the slums 
precluded any decline in infant mortality and ill health. 
Conditions were improved by the social reforms of the 
second half of the century and by the foundation ot 
numerous voluntary organizations for promoting infant 
welfare. ‘* Health visitors’’ were an English idea, but 
most other schemes originated in France, such as day 
nurseries for working mothers’ babies, “ well-baby ” 
clinics, milk depots, and an infant-welfare code. 

In 1914 child health and welfare schemes were begun 
in both France and England and greater provision was 
made for antenatal, natal, and postnatal care. This 
century has also witnessed a more enlightened attitude 
towards deprived and delinquent children, and in Britain 
the Children’s Act of 1948 was the culmination of a 
series of laws providing for their welfare under local 
authorities and voluntary organizations. These reforms, 
reinforced by recent advances in medical science, have 
greatly favoured improvement in child health, and in all 
Progressive countries the infant mortality has fallen 
dramatically. 

Clinical instruction in paediatrics was introduced by 
Rosnstein in Sweden in 1761, and a few years later by 


Wilson in London. In the second half of the 19th 
century there were several famous lecturers in the subject 
in Paris, Berlin, and Vienna, and many medical schools 
established lectureships. 

The unsatisfactory aspects of child care today are 
mainly social. The continuing high loss of infant life, 
poor housing conditions, the employment of mothers 
of young families in industry the loosening of family 
ties, and increasing moral laxity are some of the problems 
awaiting solution. Ruth Hodgkinson 


932. [French] Naval Medicine through the Ages. (La 
médecine militaire navale a travers les Ages) 

R. VAULTIER. Presse médicale [Presse méd.| 61, 1375- 
1378, Oct. 21, 1953. 6 figs. 


The earliest form of naval medical care was probably 
that provided by the surgeon attached to a commanding 
officer, who occupied himself with the care of the more 
humble members of the Service during his leisure. With 
the development of wider navigation and longer voyages 
the need for more definite organization arose and it is 
recorded that in 1574 a ship of 100 tons was officially 
provided with a barber and his aide among its com- 
plement. 

But the ordinance of April, 1688, was the real founda- 
tion of French naval medicine. It was much in advance 
of its time, for it decreed that for each group of ten vessels 
a hospital ship should be provided, and allocated to this 
ship a senior surgeon, two assistant surgeons, a chief 
apothecary with two assistants, two male nurses, two 
laundrymen, a baker, and a cook. This order was put 
into effect in 1689 and Admiral de Tourville was equipped 
with such ships in his Channel fleet. In view, however, 
of the casualties expected the hospital ships were backed 
by extensive if improvised hospitals in Normandy, 
capable of receiving up to 6,000 wounded. In the bloody 
Battle of Beachy Head 344 men were killed and 811 
wounded, but on the following day the hospital ships 
disembarked only 60 patients, of whom only 45 finally 
survived. 

Little by little the service became better organized. 
Regulations for the contents of the naval medicine chest 
were laid down (a typical list is given of the instruments 
thought necessary), and a uniform for naval surgeons 
was approved in 1767. With experience, the officers of 
the “ service de santé ’’ began to realize their value and 
also the small consideration they got. Encouraged by 
the Revolution (1789) they began a battle with the 
Faculty for recognition and for an improvement in their 
status. This provoked a violent reaction from the 
qualified physicians, who wrote derogatorily of the ser- 
vices rendered and of the accomplishments of their naval 
associates, accusing them among other things—strangely 
enough—of lack of any knowledge of women’s diseases. 
The discussion became more open and was debated in 
the National Assembly, and in 1793 a medical commission 
replaced the activities of the Inspector General. One 
member of this commission belonged to the Navy. This 
council lasted for a year, when it was realized that the ~ 
different demands of the army and navy could not be 
met by a single medical service. At this time there were 
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12 naval surgeons-in-chief at the ports, 65 surgeon majors, 
and 110 assistant surgeons. 

The life of a naval surgeon in 1800 has been well 
described by Combray who, having studied medicine for 
four years and being in his twentieth year, was con- 
scripted and served in the Navy. The conditions and 
arrangements for the care of the sick and wounded were 
appalling, but some interest and variety were given to 
naval life by the carriage of sick officers, their wives, 
families, and servants from the colonies back to France, 
and also by the occasional presence of women passengers 
taken from some English ship when it was captured. 
Suggestions for improvement of some of the conditions 
were put forward by a senior naval surgeon, one 
Martineng, who, in a long article which he contributed 
to the journal L’ Armée, stated that, in frigates especially, 
the sick-bay was badly placed in front of the batteries 
where the recoil of the guns was strongly felt. The 
ventilators had often to be closed, thus reducing the 
already inadequate ventilation, and water entered by the 
hawse-holes. Only a thin wall separated the hospital 
from the adjacent kitchen, so that not only fumes entered 
the sick room but also, too often, forbidden foods. 
Further, two pieces of cannon were sited in the hospital, 
and the daily cleaning of these caused considerable 
disturbance. Martineng urged that the sick-bay should 
be placed aft, a quarter in which the ship’s poultry were 
then very comfortably installed! 

During the unfortunate war of 1870 naval medical 
officers served on shore as well as at sea in an endeavour 
to overcome the shortage of medical personnel. Since 
that time the development of both the military and naval 
services has rendered such an interchange unnecessary, 
and the introduction of sweeping reforms has raised the 
French naval medical service to a high level. 

J. G. Bonnin 


933. The Clinical Appreciation of Harvey’s Discovery 
C. Sincer. British Journal of Tuberculosis and Diseases 
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1 fig. 


934. The Hunterian Era: its Influence on the Art and 
Science of Surgery 
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935. Genesis of Genetics. The Growing Knowledge of 
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